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Los  Tres  Reyes  Magos 

Oleo  del  artista  puertorriqueño  Augusto  Marín.  El  artista  nace  el  20 
de  noviembre  de  1921  en  San  Juan,  Puerto  Rico.  A los  12  años  recibe 
clases  de  Arte  del  español  Alejandro  Sánchez  Felipe.  Desde  1948  a 1957 
vive  en  los  Estados  Unidos,  estudiando  de  1949  a 1955  en  el  Art  Students 
League  de  Nueva  York  dibujo,  diseño  y pintura,  así  como  un  año  de 
pintura  y diseño  mural  en  el  Otis  Art  Institute  de  California.  Posterior- 
mente tres  años  de  Arte  del  vitral  en  el  Intituto  de  Cultura  Puertorri- 
queña, bajo  el  holandés  Arnaldo  Maas  y en  1964  completa  su  aprendi- 
zaje del  vitral  en  Holanda.  Imparte  clases  de  Arte  en  el  Colegio  Regional 
de  Carolina  y en  la  Escuela  de  Artes  Plásticas  de  San  Juan. 

Tras  las  mencionadas  etapas  de  aprendizaje  es  hacia  los  28  años 
cuando  se  desconecta  de  una  línea  comercial  que  practicaba  por  medio 
de  la  publicidad. 

Tiene  en  Puerto  Rico  los  siguientes  murales;  I960,  U.S.  Industries 
Building,  San  Juan;  1961,  Edificio  de  la  Colecturía,  Santurce;  1964, 
Escuela  Juan  Ramón  Jiménez,  Bayamón;  1966,  Housing  Urban 
Renewal  Building,  Hato  Rey;  1970,  Centro  comercial  Laguna  Gardens, 
Carolina;  1972,  Surf-Side  Mansions  Building,  Carolina;  1973,  Edificio 
Co.  Searle,  Caguas;  1975,  Colegio  Regional  de  Carolina;  1978,  Edificio 
Colegio  de  Abogados,  Miramar;  y 1982,  Centro  de  Bellas  Artes, 
Santurce. 

La  Junta  Editora  agradece  al  autor  a la  Dra.  Norma  Cruz- 
Mendieta  su  ayuda  para  poder  publicar  la  obra  en  nuestra  portada. 


FE  DE  ERRATA 

EN  LA  EDICION  DE  DICIEMBRE  1989  DEL 
BOLETIN  MEDICO,  SE  PUBLICO  EL  ARTICULO 
“COMMENTARY:  CHOLESTEROL  CAVEATS”. 
POR  ERROR  INVOLUNTARIO,  EN  LA  PAGINA 
478,  PARRAFO  2,  LINEA  12,  APARECE  LA 
PALABRA  “FACT”,  LA  CUAL  DEBE  LEER 
“FAT”. 
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Doctor,  one  of  every  four  of  your 
patients  has  overweight  problems 
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Medifast®. 

A comprehensive  program  for 
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control,  Medifast  has  proven  itself. 

For  more  than  10  years!  To  more 
than  10,000  physicians!  To  more  than 
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TRAINING  MANUALS 

Medifast  will  work  for  you,  too. 
Patients  lose  weight  with  a 
program  of  physician-supervised 
modified  fasting  and  behavior 
modification.  And  they  keep  it  off 
with  our  exclusive  Lifestyles  Program. 

The  Medifast  Program  includes: 

♦ Training  - Comprehensive  training 
manuals  written  by  physiciaas,  for 
physicians.  Addre.ss  all  clinical  and 
administrative  aspects. 

* Medifast  Supplements  - Extremely 
high  quality.  Medically  formulated. 


Lifestyles;  PATIENT  SUPPORT 

You  know.  Doctor,  that  more  tradi- 
tional methods  of  weight  reduction 
are  simply  ineffective.  And,  severe 
overweight  threatens  your  patient’s 
health.  Primary  Care  Physicians  of 
every  .specialty  recognize  Medifast  to 
be  an  important  addition  to  their 
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No  matter 
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donor, 
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live  without. 
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American  Red  Cross 
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Cardiología  en  la  Ruralia 


Guillermo  Cintrón,  MD 
Luis  H.  Arroyo,  MD 


Resumen:  Basados  en  una  experiencia  personal  al 

mantener  una  consulta  cardiológica  en  la  localidad  de 
Arroyo  (Puerto  Rico),  analizamos  la  necesidad  del  estable- 
cimiento de  un  servicio  de  este  tipo  en  el  medio  rural,  con  los 
sistemas  tecnológicos  que  ello  conlleva. 

Del  estudio  de  los  datos  obtenidos  a partir  de  ios  histo- 
riales clínicos,  hemos  extraído  la  información  sobre  la 
asistencia  media  de  los  pacientes  a esta  consulta  y las 
pruebas  diagnósticas  y procedimientos  terapéuticos  reali- 
zados a ios  mismos.  En  general,  se  constató,  que  no  hubo  un 
seguimiento  prolongado  de  los  enfermos;  y al  mismo 
tiempo,  una  baja  utilización  de  los  medios  de  diagnóstico. 

Como  conclusión  establecemos:  que  la  existencia  de 
clínicas  cardiológicas  en  el  medio  rural  es  razonable, 
siempre  que  su  función  sea  meramente  consultiva.  Sin 
embargo,  no  consideramos  necesario  que  las  poblaciones 
del  tipo  de  la  estudiada,  requieran  contar  con  medios  de 
diagnóstico  cardiológico  de  alta  tecnología. 

A medida  que  el  número  de  profesionales  de  la  medi- 
cina se  incrementó  considerablemente  durante  la 
década  de  los  70,  hubo  un  manifiesto  desplazamiento  de 
especialistas  a pequeñas  poblaciones  donde  antes  no 
contaban  con  este  tipo  de  servicios.’ 

Nos  proponemos  con  este  trabajo,  descubrir  la  expe- 
riencia de  uno  de  los  autores  (G.C.)  en  una  consulta  de 
cardiología  de  un  hospital  del  medio  rural  y,  con  los  datos 
obtenidos  sobre  la  asistencia  de  pacientes  a dicha 
consulta,  establecer  un  análisis  sobre:  1)  el  mante- 
nimiento de  un  servicio  de  este  tipo  en  unas  instalaciones 
destinadas  a la  asistencia  primaria  y,  2)  la  conveniencia  y 
necesidad  de  que  zonas  rurales  dispongan  de  laboratorios 
de  diagnóstico  especializados  a un  alto  nivel. 

Los  datos  corresponden  a la  consulta  de  cardiología 
del  Hospital  Lafayette  situado  en  la  localidad  de  Arroyo 
(Puerto  Rico).  Este  es  un  hospital  pequeño  dotado  de  40 
camas,  clínicas  externas,  y sistemas  básicos  de  diagnós- 
tico: Rayos  X,  laboratorio  de  bioquímica  y ECG. 

Esta  zona  de  la  Isla  era,  hasta  el  establecimiento  de 
dicha  consulta,  una  región  carente  de  especialistas  en 
cardiología,  siendo  las  ciudades  de  Humacao  y Ponce  las 
más  cercanas  donde  se  podían  adquirir  dichos  servicios. 


i 

I 

j División  de  Cardiología.  Departamento  de  Medicina  Interna,  Univer- 

sidad del  Sur  de  la  Florida. 


I 


Métodos 

Revisados  los  historiales  médicos  de  los  pacientes 
evaluados  en  la  consulta  de  cardiología  durante  el 
periodo  comprendido  entre  los  años  1975  a 1988,  extra- 
yendo la  información  concerniente  a edad,  fechas  de 
asistencia,  duración  de  la  misma,  y diagnósticos  y prue- 
bas cardiológicas  realizadas.  Los  datos  han  sido 
tabulados  manualmente  y presentados  en  forma  de  grá- 
ficas estadísticas. 

La  información  correspondiente  al  número  de  cardió- 
logos en  Puerto  Rico  fue  obtenida  del  American  Medical 
Directory  de  la  AMA  y del  Directorio  del  Colegio 
Americano  de  Cardiología.  En  el  estudio  de  la  distribu- 
ción de  los  facultativos  existentes  en  la  Isla,  incluimos  a 
todos  los  que  practican  la  Cardiología  en  adultos,  ya  sea 
en  dedicación  exclusiva  o compaginada  con  el  desem- 
peño de  la  Medicina  Interna. 

Resultados 

La  población  estudiada  ha  sido  de  168  individuos 
asistidos  en  la  consulta  de  Cardiología  del  Hospital 
Lafayette,  durante  los  años  1975  a 1988,  y desglosada 
toda  la  información  en  cuatro  apartados  principales, 
reflejados  en  las  siguientes  gráficas. 


Gráfica  1.  Número  de  pacientes  según  edades 
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GráTica  2.  Número  de  diagnósticos 


HTA  CDI  Valv  Arrit  ICC  Cong  Otras  Normal 


Enfermedades 


Dentro  de  las  enfermedades  cardíacas  vemos  que  el 
mayor  número  corresponde  al  de  hipertensión  arterial  y 
cardiopatía  isquémica;  esto  refleja  la  incidencia  de  estas 
enfermedades  que  cabria  esperar  basándonos  en  estudios 
realizados  en  otras  poblaciones. 

A continuación  trataremos  el  seguimiento  de  los 
pacientes  en  la  clínica  externa  de  cardiología.  Se  han 
clasificado,  como  de  perdido  el  seguimiento  (P/S),  a 
aquellas  personas  que  no  regresaron  tras  su  primera 
consulta  y requerían  una  observación  continuada  dado 
su  tipo  de  patología. 

En  cuanto  al  número  de  pruebas  diagnósticas  y proce- 
dimientos terapéuticos  realizados  (gráfica  4),  vemos  que 
es  bastante  bajo,  dado  el  número  de  pacientes  con 
patología  cardíaca:  106.  De  los  41  pacientes  con 
cardiopatía  isquémica,  sólo  se  realizaron  3 ergometrías, 
10  cateterismos,  y a dos,  se  les  practicó  puente  aorto- 
coronario  (PAC).  De  las  16  personas  con  valvulopatía,  se 
les  realizó  ecografía  a cinco,  cateterismo  cardíaco  a dos  y, 
dos  pacientes  requirieron  reemplazo  valvular. 

En  porcentajes  esto  se  refleja  como  sigue: 


HTA=hipertensión  arterial;  CDI=cardiopatía  isquémica; 
Valv=Valvulopatía  Arriit=Arritmias;  ICC=insuriciencia  cardiaca  conges- 
tiva; Cong^cardiopatia  congénita;  Otras=patologia  no  cardiaca. 


Como  muestra  la  gráfica  se  ha  hecho  especial  hincapié 
en  la  patología  cardíaca  presentada  por  los  pacientes, 
calificándose  todas  las  enfermedades  no  cardíacas  como 
“otras”.  Dentro  del  grupo  de  “normales”,  han  sido 
incluidos,  aquellos  que  asistieron  a la  consulta,  pero  no 
tenían  patología  reseñable  (dolor  de  pecho  de  origen 
muscular),  y los  que  presentaban  soplo  inocente.  Con  el 
fin  de  evitar  errores  de  interpretación,  especificamos  que 
en  el  grupo  denominado  “otras”  se  incluyen  diagnósticos 
de  personas  que  solamente  tenían  enfermedades  no 
cardíacas  y de  aquellas,  que  además  de  enfermedades 
cardiológicas,  aunaban  otro  tipo  de  patología. 


Gráfica  3.  Tiempo  de  seguimiento  de  los  pacientes  (en  años) 


Años 


- Uso  de  PAC  en  pacientes  con  CDI:  4.8% 

- Reemplazos  valvulares  en  pacientes  con  valvulo- 
patía: 12.5% 

- Ergometrías  en  pacientes  con  CDI:  7.3% 

- Cateterismo  cardíaco  en  pacientes  con  CDI  y 
valvulopatías:  27.3% 

- Ecografías  a pacientes  con  valvulopatía:  31.3% 


Gráfica  4.  Número  de  pruebas  diagnósticas  y procedimientos  terapéuticos 
realizados  en  los  106  pacientes  con  patologia  cardiaca. 


Pruebas 

Cat=cateterismo  cardiaco;  Eco=ecografía;  Ergo=ergometna; 

RV=reemplazo  valvular;  PAC=puente  aorto  coronario 

Discusión 

En  incremento  en  el  número  de  médicos  en  las  últimas 
dos  décadas,  ha  traido  consigo  una  mayor  competiti- 
vidad  entre  los  profesionales  del  ramo  y,  como  conse- 
cuencia de  ello,  un  desplazamiento  de  los  mismos,  a 
zonas  rurales  que  antes  no  disponían  de  asistencia  espe- 
cializada. Este  hecho  acarrea  para  el  médico,  una  serie  de 
consecuencias:  subempleo,  disminución  del  volumen  de 


3 


Vol.  82Num.  I 


Guillermo  Cintrón,  MD,  et  a! 


trabajo  y por  tanto  del  nivel  económico-profesional,  e 
infra-utilización  de  los  conocimientos  médicos,  que  ha 
adquirido  durante  su  entrenamiento.*’  ’ 

Todos  estos  factores  determinan,  a su  vez,  que  el  espe- 
cialista haya  de  ocupar  parte  de  su  tiempo,  en  practicar 
otra  rama  diferente  a su  especialidad,  lo  que  conlleva  una 
mayor  competitividad,  no  solo  con  sus  colegas  especialistas, 
sino  también  con  los  de  la  rama  en  que  actúa  (medicina  de 
familia,  generalista,  internista,  etc.).  Esto,  se  puede 
constatar,  al  revisar  las  listas  de  cardiólogos  que  aparecen 
en  el  American  Medical  Directory  de  la  AMA,  y en  el 
Directorio  del  Colegio  Americano  de  Cardiología.  De  los 
242  cardiólogos  existentes  en  Puerto  Rico  en  el  año  1988, 
doscientos,  compaginaban  su  actividad  con  el  ejercicio  de 
I otra  especialidad:  en  su  mayoría.  Medicina  Interna.^’  ’ 
j Nuestro  análisis  de  la  población  servida  por  el 
cardiólogo  demuestra,  una  distribución  por  edades, 

I donde  la  mayoría  de  los  pacientes,  caen  dentro  del  grupo 
I de  edad  media  en  el  que  la  incidencia  de  enfermedades 
I cardio-vasculares  va  en  aumento. 

Un  porcentaje  importante  de  pacientes  vistos  en  esta 
consulta,  (gráfica  3),  fueron  dados  de  alta  tras  su  primera 
y única  visita;  revisada  la  documentación,  se  ha 
comprobado  que,  en  su  gran  mayoría,  se  trataba  de 
aquellos  no  aquejados  de  enfermedades  cardiológicas. 
Siendo"  la  función  del  cardiólogo,  en  esta  institución, 
fundamentalmente  consultiva,  esta  asistencia  a personas 
no  afectas  de  enfermedades  cardiovasculares,  evidencia 
la  dualidad  profesional  anteriormente  descrita.  Estos 
pacientes  podrían  haber  sido  atendidos  por  un  internista. 

Dentro  de  este  mismo  capítulo,  se  ve  que  la  mayoría  de 
los  que  requirieron  tratamiento,  no  fue  por  un  tiempo 
Superior  a tres  años,  debido,  a que  en  general,  la  situación 
de  su  enfermedad  estaba  controlada  lo  suficientemente 
como  para  que  pudieran  ser  referidos  al  médico 
generalista,  o en  otros  casos,  por  haberse  solucionado  su 
cuadro  clínico.  El  seguimiento  a largo  plazo  se  realizó, 
como  cabría  esperar,  en  aquellos  pacientes  cuya 
patología  era  lo  suficientemente  severa,  como  para 
mantener  un  tratamiento  continuado;  los  resultados 
demuestran  un  número  pequeño  de  pacientes  que  asi  lo 
requirieron.  Los  pacientes  que  no  continuaron  su 
asistencia  (P/S)  puede  explicarse  por  varios  factores:  1.- 
Por  la  falta  de  medios  económicos  del  paciente;  2. -Falta 
de  interés  del  paciente  con  respecto  a su  enfermedad  y al 
tratamiento  que  ella  requiere;  3. -El  hecho  de  que  esta 
consulta  se  mantenía  de  forma  intermitente,  sin  una 
regularidad  en  cuanto  a la  asistencia  del  facultativo  a la 
clínica. 

El  bajo  número  de  pruebas  diagnósticas  e intervenciones 
I terapéuticas  que  se  realizaron  durante  este  tiempo, 
(gráfica  4),  entre  otras  cosas,  refleja:  1.-  Entre  los 
pacientes  examinados  no  se  constató  una  alta  incidencia 
de  enfermedades  cardíacas  severas.  2.-  Falta  de  recursos 
para  realizar  pruebas  en  esta  zona  (tuvieron  que  hacerlas 
en  otro  hospital  distante).  3.-  Falta  de  medios  económi- 
cos de  la  población.*  4.-  Filosofía  personal  del  médico, 
ante  la  necesidad,  o no,  de  ordenar  pruebas  diagnósticas 

I 

I 

i 

' *Este  es  un  factor  de  especial  importancia  en  el  desarrollo  y en  la 

obtención  de  asistencia  sanitaria  en  este  tipo  de  medio. 


en  todos  los  casos;  por  ejemplo:  en  una  valvulopatía  o 
enfermedad  congénita,  independientemente  de  la  clínica 
que  presente,  debería  realizarle  una  ecografía?  En  con- 
creto, este  clínico  (G.C.)  considera,  que  se  deben  usar 
pruebas  diagnósticas,  sólo  cuando  estas  conllevan  un 
cambio  sustancial  en  el  tratamiento. 

En  porcentajes,  las  pruebas  más  realizadas  fueron: 
cateterismo  cardíaco  en  pacientes  con  GDI  y valvulo- 
patía (27%)  y,  ecografías  en  pacientes  con  valvulopatía  o 
cardiopatía  congénita  (31%).  Estos  resultados,  parecen 
indicar  que  a aquellos  pacientes  con  patología  orgánica 
severa,  les  fue  necesario  realizar  este  tipo  de  pruebas. 
Contrasta  con  esto  el  porcentaje  de  ergometrías  a perso- 
nas con  GDI  (7%),  sobre  todo,  si  las  comparamos  con  los 
cateterismos  realizados  a este  tipo  de  pacientes  ( 1 9%).  No 
existe  una  correlación  fácilmente  explicable,  a menos  que 
se  deba  al  juicio  profesional  del  facultativo. 

Las  intervenciones  quirúrgicas  fueron  también  muy 
bajas,  pues  sólo  en  el  10.52%  de  los  pacientes  con  cardio- 
patía valvulai,  congénita  e isquémica  necesitaron  de  este 
tipo  de  procedimiento.  Los  factores  que  pueden  influir  en 
esta  circunstancia  son:  l.-Falta  de  medios  técnicos  en  la 
zona,  suponiéndole  un  desplazamiento  al  paciente  a otra 
localidad  con  la  consiguiente  inconveniencia  y coste 
económico;  2. -La  patología  presentada  no  era  lo 
suficientemente  severa  como  para  requerirlas,  donde 
también  influye  la  filosofía  personal  del  médico. 

Gonsideramos,  que  en  este  tipo  de  comunidad,  la 
función  del  cardiólogo  es  fundamentalmente  la  de  con- 
sultor clínico,  no  la  de  proveedor  de  servicios  de 
diagnóstico  y terapéutica  avanzados.  Esta  experiencia, 
demuestra  que  en  el  medio  rural,  no  es  necesario  el  esta- 
blecimiento de  servicios  de  cardiología  de  alta  tecnología. 
En  virtud  de  su  entrenamiento,  el  cardiólogo,  es  el 
médico  más  cualificado  a la  hora  de  establecer  un 
diagnóstico  correcto  y tratamiento  de  enfermedades 
cardio-vasculares.^  Aunque  idealmente,  todo  paciente 
con  patología  severa  o compleja  debería  ser  asistido  por 
este,  en  ciertas  circunstancias,  su  función,  puede  ser 
suplida  por  un  internista  con  amplios  conocimientos 
cardiológicos,  (en  lo  que  a la  asistencia  de  enfermedades 
cardiológicas  leves  corresponde),  y en  cuyo  caso  no  es 
necesario  la  utilización  de  medios  de  diagnósticos 
avanzados. 

En  líneas  generales,  la  actuación  del  cardiólogo  en  esta 
clínica,  fue  de  consultor,  en  casos  referidos  por  médicos 
de  familia,  evaluando  aquellos  pacientes  en  los  que  se 
sospechaba  la  existencia  de  enfermedad  cardíaca,  prove- 
yendo seguimiento  a largo  plazo  a los  que  sufrían  enfer- 
medad cardiovascular  severa;  y también  desempeñando 
una  actividad  a tiempo  parcial  en  la  Medicina  Interna. 

Gomentario 

La  planificación  sanitaria  ha  de  tener  en  cuenta  por  un 
lado,  las  necesidades  de  la  población,  y por  otro,  los 
requisitos  de:  calidad,  costo,  efectividad,  etc.,  para  que  el 
concepto  de  adecuabilidad  de  la  misma  tenga  sentido. 
Proveer  a la  población  con  todo  tipo  de  recursos  sanita- 
rios, es  una  meta  deseable,  pero  no  siempre  factible. 

Demostramos,  que  en  la  actualidad,  las  necesidades 
que  requiere  la  población  de  Arroyo,  en  particular,  y 
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cualquier  otra  población  similar,  no  son  lo  suficiente- 
mente perentorias,  como  para  justificar  la  creación  de 
una  clínica  cardiológica  dotada  de  medios  diagnósticos 
de  alta  tecnología;  sí  en  cambio,  cabe  el  Justificar  la 
creación  de  servicios  de  consulta  cardiológica. 


Summary:  Based  on  a personal  experience  after  having 

established  a cardiology  clinic  in  the  town  of  Arroyo 
(Puerto  Rico),  we  analyzed  the  patient  population  served 
and  the  services  that  were  rendered. 

After  collecting  the  data  from  the  clinical  files,  we  were 
able  to  obtain  information  on  diagnosis,  follow-up, 
diagnostic  test  and  therapeutic  procedures  performed.  In 
general,  it  was  found  that  only  a minority  of  patients  needed 
long  term  cardiology  follow-up  and  specialized  diagnostic 
or  therapeutic  interventions. 

In  conclusion  we  established  that  the  presence  of  a 
cardiology  clinic  in  the  rural  areas  is  reasonable,  if  their 
function  remains  as  merely  consultative. 
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ESTUDIOS  CLINICOS 


Central  Cancer  Registry  of  Puerto  Rico, 

1973-1982* 


The  Central  Cancer  Registry  is  a section  of  the  Cancer 
Control  Program  of  the  Puerto  Rico  Department  of 
Health.  Every  cancer  case  diagnosed  in  all  hospitals,  clinics 
and  private  offices  of  physicians  in  Puerto  Rico  is 
analysed  and  registered.  In  addition  to  the  legally 
required  reporting  of  canoer  cases,  the  Registry  makes  a 
systematic  search  for  unreported  cases.  In  90%  of  cancer 
cases  first  reported  to  the  Central  Cancer  Registry  the 
notification  was  based  on  a clinical  abstract  or  a biopsy 
report. 


I.  Martinez 
R.  Torres 

L.  Echevarria 

N.E.  Zea 

J.R.  Marrero 
N.E.  Perez 

M. M.  Rivera 

Each  record  of  the  Central  Cancer  Registry  consists  of 
four  basic  documents:  a clinical  abstract  completed  by 
medical  records  clerks  from  the  Registry  or  from  the 
hospital,  or  by  physicians  in  private  cases;  a carbon  copy 
of  the  biopsy  report  from  the  pathologist;  follow-up 
forms  with  the  yearly  information;  and  a photocopy  of 
the  death  certificate  from  the  Vital  Statistics  Office  of  the 
Department  of  Health.  A large  proportion  of  records 
also  contain  photocopies  of  those  sections  of  the  patient’s 
hospital  medical  record  which  are  important  for  substan- 
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Neuroblastoma 

9 

15 

7 

2 

33 

5.7 

5 . 3 

97 . 1 

14.1 

4 . 1 

1 . 2 

6 . 4 

7 . 1 

97 

100.0 

Other 

0 

0 

0 

1 

1 

0.2 

0 . 2 

2 . 9 

- 

- 

0 . 6 

0 . 2 

0 . 2 

3 

100.0 

T.  NBTIBOBLASTONA 

2 

15 

1 

0 

18 

3.1 

2.7 

100 . 0 

10.0 

0 . 6 

- 

3.5 

4 .0 

53 

100.0 

TI.  XIDNBT 

8 

20 

8 

3 

39 

6.7 

6.3 

100 . 0 

16 . 4 

4 .7 

1.7 

7 . 6 

8 . 4 

114 

100 . 0 

Wi  Ims ' tumour 

8 

20 

7 

3 

38 

6.5 

6.1 

97 . 4 

16.4 

4 . 1 

1 . 7 

7 . 4 

8 . 2 

111 

100.0 

Renal  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Other  and  unspecified 

0 

0 

1 

0 

1 

0 . 2 

0 . 2 

2 . 6 

- 

0 . 6 

- 

0 . 2 

0 . 2 

3 

100 . 0 

Til.  LITBB 

4 

1 

2 

1 

8 

1.4 

1.3 

100.0 

2.9 

1 . 2 

0 . 6 

1.6 

1 .7 

23 

75.0 

Hepatoblastoma 

3 

1 

1 

0 

5 

0 . 9 

0 . 8 

62  . S 

2 . 3 

0 . 6 

- 

1 . 0 

1 . 1 

15 

100 . 0 

Hepatic  carcinoma 

0 

0 

1 

0 

1 

0 . 2 

0.2 

12.5 

- 

0 . 6 

- 

0 . 2 

0 . 2 

3 

100 . 0 

Other  and  unspecified 

1 

0 

0 

1 

2 

0.3 

0.3 

25 . 0 

0 .6 

- 

0 . 6 

0 . 4 

0 . 4 

6 

- 

Till. BONE 

1 

1 

4 

18 

24 

4.1 

4.6 

100 . 0 

1.2 

2.4 

10.4 

4.7 

4 . 2 

70 

95.8 

Osteosarcoma 

0 

0 

2 

9 

11 

1 .9 

2 . 1 

45.8 

- 

1 . 2 

5.2 

2 . 1 

1 . 9 

32 

100.0 

Chondrosarcoma 

0 

0 

0 

2 

2 

0 . 3 

0 . 4 

8 . 3 

- 

- 

1 . 2 

0 . 4 

0 . 3 

6 

100.0 

Ewing's  sarcoma 

0 

1 

2 

6 

9 

1 . 5 

1 .7 

37 . 5 

0 .6 

1 . 2 

3 . 5 

1 . 8 

1 . 6 

26 

88.9 

Other  and  unspecified 

1 

0 

0 

1 

2 

0.3 

0 . 3 

8 . 3 

0 . 6 

- 

0 . 6 

0 . 4 

0 . 4 

6 

100 . 0 

IZ.  SOFT  TISSUE  SARCOMAS 

6 

9 

13 

13 

41 

7.1 

7.2 

100.0 

8.8 

7.7 

7.5 

8 . 0 

8 . 1 

120 

100.0 

Rhabdomyosarcoma 

2 

6 

6 

5 

19 

3 . 3 

3 . 3 

46.3 

4 . 7 

3 . 5 

2 . 9 

3 . 7 

3 . 8 

56 

100.0 

Fibrosarcoma 

0 

1 

3 

2 

6 

1 . 0 

1 . 1 

14.6 

0.6 

1 . 8 

1 . 2 

1 . 2 

1 . 1 

18 

100.0 

Other  and  unspecified 

4 

2 

4 

6 

16 

2.8 

2 . 8 

39  . 0 

3 . 5 

2 . 4 

3 . 5 

3 . 1 

3 . 1 

47 

100.0 

Z.  GONADAL  « GERM  CELL 

2 

5 

1 

3 

11 

1.9 

1.8 

100.0 

4.1 

0.6 

1.7 

2.1 

2.3 

32 

100.0 

Ron-gonadal  germ  cell 

0 

1 

1 

2 

4 

0.7 

0 . 7 

36  . 4 

0 .6 

0 . 6 

1 . 2 

0 . 8 

0 . 8 

12 

100.0 

Gonadal  germ  cell 

2 

3 

0 

1 

6 

1 . 0 

0 . 9 

54 . 5 

2.9 

- 

0 . 6 

1 . 2 

1 . 3 

18 

100.0 

Gonadal  carcinoma 

0 

1 

0 

0 

1 

0 . 2 

0 . 2 

9 . 1 

0.6 

- 

- 

0 . 2 

0 . 2 

3 

100.0 

Other  and  unspecified 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

ZI.  EPITHELIAL  NEOPLASMS 

0 

0 

3 

4 

7 

1.2 

1.3 

100 . 0 

- 

1.8 

2.3 

1 . 4 

1 . 2 

20 

100.0 

Adrenocortical  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Thyroid  carcinoma 

0 

0 

1 

2 

3 

0 . 5 

0.6 

42.9 

- 

0.6 

1 . 2 

0 . 6 

0 . 5 

9 

100 .0 

Nasopharyngeal  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Melanoma 

0 

0 

2 

0 

2 

0 . 3 

0 . 4 

28  . 6 

- 

1 . 2 

- 

0 . 4 

0 . 4 

6 

100.0 

Other  carcinoma 

0 

0 

0 

2 

2 

0 . 3 

0 . 4 

28  . 6 

- 

- 

1 . 2 

0 . 4 

0 . 3 

6 

100.0 

ZIl.  OTHER 

1 

3 

1 

2 

7 

1.2 

1.2 

100.0 

2.3 

0.6 

1 . 2 

1 . 4 

1.4 

20 

83 . 3 

* Specified  as  malignant 

0 

0 

1 

3 

4 

0.7 

0 . 8 

100 . 0 

- 

0 . 6 

1 . 7 

0 . 8 

0 . 7 

12 

so . 0 

* Reprinted  from  International  Incidence  of  Childhood  Cancer, 
Published  by  the  International  Agency  for  Research  on  Cancer,  Lyon, 
France,  1988;  87:135-138.  Published  with  permission  by  the  editors. 


tiating  the  clinical  abstract  information. 

Since  1976  ICD-O  has  been  used  for  coding  topogra- 
phic and  histological  diagnosis;  from  1970  to  1975  the 
Manual  of  Tumor  Nomenclature  and  Coding  of  the 
American  Cancer  Society  was  used. 


6 


Central  Cancer  Registry  of  Puerto  Rico 


yol.  82  Num.  1 


If  more  than  one  primary  tumour  is  detected  in  the 
same  person,  each  tumour  is  registered  asa  different  case. 
Carcinoma  of  the  skin  has  not  been  registered  since  1976. 

Regular  epidemiological  and  clinical  studies  are 
planned  using  Registry  data.  An  annual  report  is 
published. 

There  are  four  levels  of  medical  care  in  Puerto  Rico: 
(a)  the  primary  level  (health  centres,  etc.),  where  the 
cancer  cases  are  usually  suspected  or  detected  and 
referred  to  (b)  the  secondary  level  (subregional),  where 
the  diagnosis  is  usually  made  and  some  tumours  are  also 
treated;  many  cases  are  referred  to  complete  the 
diagnosis,  stage  or  treatment  to  (c)  the  tertiary  level 
(regional)  or  (d)  the  supratertiary  level  (oncological 
hospitals),  where  all  facilities  for  cancer  treatment  are 
located.  There  is  close  liasion  between  the  Central  Cancer 
Registry  and  the  medical  care  facilities  in  the  island, 
including  assistance  with  and  supervision  of  their 
hospital  tumour  registries. 

Puerto  Rico  is  a rectangular-shaped  island  east  of 
Hispaniola  in  the  West  Indies  with  an  area  of  8897  square 
kilometres.  It  is  surrounded  by  the  Atlantic  Ocean  to  the 
north  and  the  Caribbean  Sea  to  the  south.  It  is  formed  by 
ba  chain  of  mountains  runningform  east  to  west.  There  is 
sunshine  most  of  they  year  and  the  average  temperature  is 
25°C  (range  21  to  29°C).  Trade  winds  make  the  climate 
agreeable,  but  also  bring  abundant  rain  (average  annual 
rainfall  188  cm). 

The  population  is  80%  white  and  mixed  blood,  20% 
black.  Of  the  total  population,  58%  live  in  conurbations 


of  more  than  100,000;  98%  are  reported  to  be  Catholics. 
Spanish  and  English  are  the  official  languages.  The  main 
economic  activities  are  manufacturing,  tourism,  service 
industries  and  agriculture. 

Population 

Annual  population  estimates  are  available,  based  on 
the  results  of  the  censures  of  1970and  1980  (US  Bureau  of 
the  Census). 


Average  Annual  Population:  1973-1982 


Age 

Male 

Female 

0-4 

170761 

165315 

5-9 

169685 

164317 

10-14 

172530 

166294 

0-14 

512976 

495926 

Commentary 

The  overall  incidence  was  lower  than  would  be 
expected  in  populations  containing  a similar  proportion 
of  Whites  and  Blacks  in  the  mainland  United  States.  The 
difference  was  largely  accounted  for  by  low  rates  for 
acute  lymphocytic  leukaemia  (in  boys),  neuroblastoma 
and  brain  tumours.  The  age  distribution  for  acute 
lymphocytic  leukaemia  showed  the  peak  in  the  1-4  age- 
group  characteristic  of  western  populations  but  the  sex 
ratio  was  close  to  unity. 


Puerto  Rico  1973  - 1982  FEMALE 


DIAGNOSTIC  GROUP 

NUMBER  OF  CASES 

0 1-4  5-9  10-14  AH 

REL. 

Crude 

FREQUENCY(%) 

Adi.  Group 

0-4 

RATES 

5-9 

PER  MILLION 

10-14  Crude 

Adi  . 

Cum 

HV(%) 

TOTAL 

42 

179 

109 

148 

478 

100.0 

100.0 

100 . 0 

133.7 

66 . 3 

89 . 0 

96  . 4 

99 .0 

1445 

97.4 

I . LEUKAEMIAS 

6 

90 

52 

45 

193 

40.4 

40 . 8 

100 . 0 

58 . 1 

31.6 

27.1 

38 . 9 

40.5 

584 

98.9 

Acute  lymphocytic 

4 

74 

37 

23 

138 

28.9 

29  .0 

71  . 5 

47  . 2 

22  . 5 

13.8 

27.8 

29  . 5 

418 

100.0 

Other  Lymphocytic 

0 

3 

1 

0 

4 

0 . 8 

0 . 8 

2 . 1 

1 . a 

0.6 

- 

0 . 8 

0 .9 

12 

100.0 

Acute  non-lyophocytic 

0 

7 

11 

14 

32 

6 . 7 

7 . 1 

16.6 

4 . 2 

6 . 7 

8 . 4 

6 . 5 

6 . 2 

97 

100.0 

Chronic  myeloid 

0 

2 

0 

4 

6 

1 . 3 

1 . 2 

3 . 1 

1 . 2 

- 

2 . 4 

1 . 2 

1 . 2 

18 

100 .0 

Other  and  unspecified 

2 

4 

3 

4 

13 

2 .7 

2.7 

6 . 7 

3 . 6 

1 . 8 

2 . 4 

2 .6 

2 . 7 

39 

80.0 

II.  LTMPaOHAS 

2 

12 

11 

29 

54 

11 . 3 

11.4 

100 . 0 

8.5 

6.7 

17.4 

10 . 9 

10.5 

163 

100.0 

Hodgkin's  disease 

0 

0 

5 

20 

25 

5 . 2 

5.4 

46 . 3 

- 

3 . 0 

12.0 

5.0 

4 . 5 

75 

100.0 

Non-Hodgkin  lymphoma 

0 

6 

4 

6 

16 

3 . 3 

3 . 4 

29.6 

3 . 6 

2 . 4 

3 . 6 

3 . 2 

3 . 2 

48 

100.0 

Burkitt’s  lymphoma 

0 

1 

1 

1 

3 

0 . 6 

0.7 

5.6 

0 . 6 

0 . 6 

0.6 

0 . 6 

0.6 

9 

100.0 

Unspecified  lymphoma 

1 

3 

1 

2 

7 

1 . 5 

1 . 4 

13.0 

2 . 4 

0.6 

1 . 2 

1 . 4 

1 . 5 

21 

100.0 

Histiocytosis  X 

1 

0 

0 

0 

1 

0 . 2 

0 . 2 

1 . 9 

0 . 6 

- 

- 

0 . 2 

0 . 2 

3 

100.0 

Other  reticuloendothelial 

0 

2 

0 

0 

2 

0 . 4 

0 . 4 

3 . 7 

1 . 2 

- 

- 

0 . 4 

0 . 5 

6 

100.0 

III.  BRAIB  ABD  SPIBAL 

s 

22 

19 

20 

66 

13 . 8 

14.2 

100.0 

16.3 

11 . 6 

12.0 

13.3 

13.5 

200 

87.7 

Ependymoma 

0 

2 

0 

0 

2 

0 . 4 

0 . 4 

3 . 0 

1 . 2 

- 

- 

0 . 4 

0 . 5 

6 

100.0 

Astrocytoma 

2 

12 

1 3 

15 

42 

8 . 8 

9 . 2 

63.6 

8 . 5 

7 . 9 

9.0 

8 . 5 

8 . 4 

127 

95  . 2 

Medulloblastoma 

1 

2 

4 

4 

11 

2 . 3 

2 . 5 

16.7 

1 . 8 

2 . 4 

2 . 4 

2 . 2 

2 . 2 

33 

100 .0 

Other  glioma 

0 

4 

1 

1 

6 

1 . 3 

1 . 2 

9 . 1 

2 . 4 

0 . 6 

0 . 6 

1 . 2 

1 . 3 

18 

40.0 

Other  and  unspecified  * 

2 

2 

1 

0 

5 

1 . 0 

1 . 0 

7.6 

2 . 4 

0.6 

- 

1 .0 

1 . 1 

15 

40.0 

IV.  STHPATBETIC  B.S. 

6 

18 

1 

0 

25 

5.2 

4 . 6 

100 . 0 

14.5 

0.6 

_ 

5.0 

5 . 8 

76 

100.0 

Neuroblastoma 

6 

17 

0 

0 

23 

4 . 8 

4 . 2 

92.0 

13.9 

- 

- 

4 . 6 

5 . 4 

70 

100.0 

Other 

0 

1 

1 

0 

2 

0 . 4 

0 . 5 

8 . 0 

0 . 6 

0 . 6 

- 

0 . 4 

0 . 4 

6 

100.0 

V.  KBTIBOBLASTOHA 

6 

12 

0 

0 

18 

3.8 

3.3 

100.0 

10 . 9 

- 

- 

3.6 

4 . 2 

54 

100.0 

VI.  KIOBET 

5 

13 

8 

2 

28 

5.9 

5.9 

100.0 

10 . 9 

4 . 9 

1 . 2 

5.6 

6 . 1 

85 

100.0 

Wilms ' tumour 

5 

13 

8 

2 

28 

5 .9 

5 . 9 

100 . 0 

10.9 

4 . 9 

1 . 2 

5 . 6 

6 . 1 

85 

100  . 0 

Renal  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Other  and  unspecified 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

VII.  LIVES 

2 

2 

0 

0 

4 

0 . 8 

0 . 7 

100 . 0 

2 . 4 

- 

_ 

0 . 8 

0 . 9 

12 

100 . 0 

Hepatoblastoma 

2 

1 

0 

0 

3 

0 . 6 

0 . 5 

75.0 

1 . 8 

- 

- 

0 . 6 

0 . 7 

9 

100 . 0 

Hepatic  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Other  and  unspecified 

0 

1 

0 

0 

1 

0 . 2 

0 . 2 

25.0 

0 . 6 

- 

- 

0 . 2 

0 . 2 

3 

100 .0 

VIII. BOBE 

0 

2 

6 

13 

21 

4.4 

4.6 

100.0 

1 . 2 

3.7 

7.8 

4 . 2 

3 . 9 

63 

95.2 

Osteosarcoma 

0 

1 

3 

7 

11 

2 . 3 

2 . 4 

52 . 4 

0 . 6 

1 . 8 

4 . 2 

2 . 2 

2 . 0 

33 

100.0 

Chondrosarcoma 

0 

0 

1 

1 

2 

0 . 4 

0 . 5 

9 . 5 

- 

0 . 6 

0 . 6 

0 . 4 

0 . 4 

6 

100.0 

Ewing's  sarcoma 

0 

1 

1 

5 

7 

1 . S 

1 . 5 

33  . 3 

0 .6 

0 . 6 

3.0 

1 . 4 

1 . 3 

21 

100.0 

Other  and  unspecified 

0 

0 

1 

0 

1 

0 . 2 

0 . 3 

4 . 8 

- 

0 . 6 

- 

0 . 2 

0 . 2 

3 

- 

IZ.  SOFT  TISSUE  SASCONAS 

7 

6 

6 

11 

30 

6.3 

6.2 

100.0 

7.9 

3.7 

6.6 

6.0 

6 . 1 

91 

100.0 

Rhabdomyosarcoma 

3 

5 

4 

6 

18 

3 . 8 

3 . 8 

60 . 0 

4 . 8 

2 . 4 

3 . 6 

3 . 6 

3 . 7 

54 

100.0 

Fibrosa  rcoma 

0 

0 

1 

2 

3 

0.6 

0 . 7 

10.0 

- 

0 . 6 

1 . 2 

0 . 6 

0 . 5 

9 

100.0 

Other  and  unspecified 

4 

1 

1 

3 

9 

1 . 9 

1 . 8 

30 . 0 

3 . 0 

0 . 6 

1 .8 

1 . 8 

1 .9 

27 

100 .0 

Z.  GOBAOAL  & GERM  CELL 

2 

0 

3 

11 

16 

3.3 

3.4 

100.0 

1 . 2 

1 . 8 

6.6 

3 . 2 

3 .0 

48 

100.0 

Ron-gonadal  germ  cell 

2 

0 

0 

0 

2 

0 . 4 

0 . 4 

12  . 5 

1 . 2 

- 

- 

0 . 4 

0 . 5 

6 

100 .0 

Gonadal  germ  cell 

0 

0 

3 

9 

12 

2 . 5 

2.7 

75 . 0 

- 

1 . 8 

5 . 4 

2 . 4 

2 . 2 

36 

100.0 

Gonadal  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Other  and  unspecified 

0 

0 

0 

2 

2 

0 . 4 

0 . 4 

12 . 5 

- 

- 

1 . 2 

0 . 4 

0 . 3 

6 

100.0 

ZI.  EPITHELIAL  BEOPLASMS 

0 

1 

2 

17 

20 

4 . 2 

4.2 

100.0 

0 . 6 

1 . 2 

10.2 

4 . 0 

3.6 

60 

100.0 

Adrenocortical  carcinoma 

0 

0 

0 

0 

0 

- 

- 

- 

- 

- 

- 

- 

- 

- 

- 

Thyroid  carcinoma 

0 

0 

1 

6 

7 

1 . S 

1 . 5 

35.0 

- 

0 . 6 

3 . 6 

1 . 4 

1 . 2 

21 

100.0 

Nasopharyngeal  carcinoma 

0 

0 

0 

1 

1 

0 . 2 

0 . 2 

5.0 

- 

- 

0.6 

0 . 2 

0 . 2 

3 

100 . 0 

He  1 anoma 

0 

0 

0 

1 

1 

0 . 2 

0 . 2 

5.0 

- 

- 

0.6 

0 . 2 

0 . 2 

3/ 

100.0 

Other  carcinoma 

0 

1 

1 

9 

11 

2 . 3 

2 . 3 

55 . 0 

0 . 6 

0 . 6 

S . 4 

2 . 2 

2 . 0 

33 

100.0 

ZII.  OTHER 

1 

1 

1 

0 

3 

0.6 

0.6 

100 . 0 

1.2 

0 . 6 

- 

0.6 

0.7 

9 

- 

* Specified  as  malignant 

2 

2 

1 

0 

5 

1 . 0 

1 . 0 

100 . 0 

2 . 4 

0.6 

- 

1 . 0 

1 . 1 

15 

40.0 
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Tetracyclines,  Macrolides, 
Lincosamides  & Chloramphenicol 


Nancy  M.  Ruiz,  MD 
Carlos  H.  Rámirez-Ronda,  MD,  FACP 


Abstract:  Macrolides,  lincosamides,  tetracyclines  and 

choloramphenicol  are  structurally  unrelated  antibiotics 
which  share  protein  synthesis  inhibition  as  their  common 
mechanism  of  action.  Despite  their  individual  differences, 
they  can  all  be  considered  broad  spectrum  antibiotics  with 
practical  use  for  a wide  variety  of  infections.  Due  to  their 
similarities  in  function,  however,  concurrent  or  sequential 
administration  of  these  agents  must  be  undertaken  with 
caution  in  order  to  prevent  antagonism  and  induction  of 
bacterial  resistance.  Full  understanding  of  their  function 
and  potential  interactions  are,  therefore,  important. 
Indications,  interactions,  mechanisms  of  function,  side 
effects  and  contraindications  are  fully  discussed. 


Macrolides,  lincosamides,  tetracyclines  and  chloram- 
phenicol are  chemically  unrelated  and  structurally 
different  antibiotics  and  yet  they  share  properties  which 
allow  for  their  joint  classification.  Among  other 
characteristics,  they  possess  similar  biologic  features  in 
terms  of  mechanisms  of  action  and  resistance.  The  most 
salient  similarity  is  their  ability  to  inhibit  protein 
synthesis  by  adhering  to  ribosomal  subunits,  thereby 
curtailing  chain  elongation  and  proliferation.  This 
property  also  accounts  for  competitive  interactions 
among  these  agents  which  must  be  avoided  in  order  to 
optimize  their  effects. 

Tetracyclines 

Prior  to  the  introduction  of  tetracyclines  to  the  market 
only  injectable  antibiotics  such  as  penicillin  and 
streptomycin  were  available.  In  1948  Aureomycin  was 
introduced,  to  be  followed  in  1953  by  other  derivatives 
and  analogues. 
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Structure  and  mechanism  of  action 

Tetracycline  is  a congeneric  formed  of  4 fused  rings 
(Fig.  1)  Different  substitutions  on  the  basic  structure 
confer  specific  properties  including  method  of  excretion 
and  length  of  action.  Short  active  forms  include  chlorte- 
tracycline,  oxytetracycline  and  tetracycline,  intermediate 
acting  forms  include  demeclocycline  and  methacycline 
whereas  doxycline  and  minocycline  are  long  acting 
agents.  Tetracyclines  enter  bacteria  by  means  of  passive 
diffusion  through  hydrophylic  pores  at  the  outer  cell 
membrane.  They  then  undergo  active  transport  by  energy 
dependent  mechanisms  through  the  inner  cytoplasmic 
membrane.  Once  at  the  cytoplasm  there  is  reversible 
binding  to  the  30s  ribosomal  subunit  at  a position  which 
blocks  the  binding  of  aminoacyl  t-RNA  to  the  acceptor 
site  on  the  m-RNA  ribosome  complex.  This  prevents  the 
addition  of  new  amino  acids  to  growing  peptide  chains. 


Figure  1. 
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Pharmacokinetics 

Tetracyclines  have  adequate  but  variable  absorption  at 
the  gastrointestinal  tract.  The  parent  compound,  tetra- 
cycline, is  better  absorbed  than  other  short  acting  agents. 
Long  acting  agents  such  a as  doxycycline  and  minocycline 
have  almost  complete  absorption.  Long  acting  agents 
thus  have  95- 100%  oral  absorption,  while  demeclocycline, 
oxycycline  and  tetracycline  are  absorbed  approximately 
60-80%  and  chlortetracycline,  30%.  Dairy  products, 
antacids  and  iron  preparations  interfere  in  variable 
degree  with  the  oral  absorption  of  these  antibiotics  by 
virtue  of  tetracycline’s  ability  to  hind  and  chelate  divalent 
cations.  Protein  binding  is  also  variable,  doxycycline  and 
demeclocycline  having  the  highest  concentration  of 
bound  antibiotic.  Metabolism  of  these  agents  is  mainly 
hepatic,  the  concentration  at  bile  thereby  being  5-20 
times  greater  than  serum  levels.  Hepatobiliary  tract 
obstruction  significantly  diminishes  biliary  concen- 
trations of  the  drug.  Excretion  of  tetracyclines  is  mostly 
renal  wiht  the  notable  exception  of  doxycline  which  is 
recovered  90%  in  the  feces  having  the  added  property  of 
the  longest  half  life.  Thus,  in  the  presence  of  renal  failure, 
tetracyclines  should  not  be  used.  It  their  use  is  imperative, 
doxycycline  is  the  drug  of  choice  in  these  selected  cases. 

Spectrum  of  action  and  distribution 

Tetracyclines  are  broad  spectrum  antibiotics  with 
activity  against  gram  + and  gram  - aerobes  as  well  as 
anaerobic  organisms.  In  addition  they  are  active  against 
mycoplasma,  chlamydia,  rickettsia,  spirochetes  and 
some  protozoa.  The  have  some,  albeit  suboptimal, 
activity  versus  tubercle  bacilli.  Fungi  represent  the  only 
class  of  pathogens  that  are  fully  resistant  to  these  antibio- 
tics. The  spectrum  of  activity  is  virtually  identical  for  all 
tetracyclines  but  few  differences  are  worth  mentioning. 
Minocycline  is  the  most  active  form  against  staphylo- 
coccal organisms  including  those  which  are  resistant  to 
methicillin  and  other  tetracyclines  as  well. 

Steigbigel  in  1968  found  this  antibiotic  to  be  better 
than  other  tetracyclines  against  all  gram  + organisms 
with  the  exception  of  enterococci.  It  has  also  been  consi- 
dered as  the  best  in  its  class  against  anaerobic  strep- 
tococci and  Bacteroides  melangenicus.  Doxycycline  has 
been  found  to  have  the  best  activity  against  Hemophilus 
influenzae  and  is  preferred  by  many  in  the  treatment  of 
sinusitis.  It  is  important  to  point  out  that  tetracyclines  are 
ineffective  against  organisms  such  as  Proteus  mirabilis, 
Pseudomonas  and  Providencia  sp.  The  Neisseriae  have 
been  sufficiently  sensitive  in  the  past  but  susceptibility 
patterns  have  changed. 

Tissue  distribution  of  the  tetracyclines  is  widespread. 
Diffusion  into  serous  cavities  can  be  compared  with  that 
of  penicillins.  Levels  at  cerebrospinal  fluid  are  usually  10- 
25%  of  serum  levels  and  therapeutic  concentrations  are 
attained  at  synovial  fluid,  maxillary  sinus  mucosa,  lung 
and  bronchial  secretions  and  liver  and  bile.  Minocycline 
has  been  found  at  sufficient  concentrations  as  tears  and 
saliva  and  was  used  previously  to  eradicate  the  meningo- 
coccal carrier  state.  Tetracyclines  cross  the  placental 
barrier,  may  deposit  at  fetal  bones  and  teeth,  and  may 
cause  fetal  and  maternal  morbidity  (see  adverse  effects). 


Excretion  at  breast  milk  has  been  documented  therefore 
these  antibiotics  should  be  used  only  if  absolutely 
necessary  during  lactation  and  during  pregnancy. 

Indications 

Although  tetracyclines  are  active  against  gram  + 
organisms,  their  use  is  not  recommended  for  major 
staphylococcal  infections  where  a bactericidal  effect  is 
desired.  Their  use  in  pneumococcal  infections  is  not 
advocated  in  view  of  the  arisal  of  resistant  strains  which 
have  been  reported.  One  must  discourage  their  use  for  the 
therapy  of  Group  A hemolytic  streptococcal  pharyngitis 
as  organisms  may  persist  at  the  pharynx  rendering  the 
host  prone  for  subsequent  rheumatic  fever.  Tetracyclines 
are  not  to  be  used  as  prophylaxis  for  bacterial  endocar- 
ditis or  as  therapy  for  recurrent  acute  rheumatic  fever. 
Despite  their  urinary  excretion,  they  are  not  agents  of 
choice  in  the  management  of  urinary  tract  infections  in 
view  of  better  alternatives.  Acute  urethral  syndrome,  on 
the  other  hand,  may  be  treated  with  tetracyclines  which 
are  active  against  Ureaplasma  urealyticum  and  Chlamydia, 
the  spectrum  of  illnesses  which  can  be  treated  with 
tetracyclines  is  as  broad  as  their  spectrum  of  action 
(Table  1).  These  agents  are  most  commonly  used  in  the 
treatment  of  chlamydial  infections  whether  pulmonary, 
genito-urinary  or  cutaneous.  Tetracyclines  are  consi- 
dered by  many  as  one  of  the  agents  of  choice  against 
Borrelia  burgdoferi,  the  causal  organisms  of  Lyme 
disease.  Studies  have  shown  the  meningoencephalitic 
picture  can  be  prevented  or  improved  when  using 
tetracycline  instead  of  penicillin.  Infections  with  Myco- 
bacterium fortuitum  are  usually  treated  with  doxycycline 
and  for  non-complicated  rickettsial  infections,  tetracy- 
cline is  an  adequate  alternative  to  chloramphenicol. 
Despite  the  lack  of  an  identified  culprit  in  Whiple’s 
Disease,  it  has  been  noted  to  respond  to  oral  tetracycline. 
Perhaps  the  most  widespread  use  of  tetracyclines 
nowadays  is  for  the  treatment  of  acne  where  it  is  thought 
that  they  function  by  interfering  with  the  accumulation  of 
fatty  acids  and  by  eradicating  Propionobacteria  which 
may  be  a contributing  agent.  Doxycycline  is  frequently 
used  in  the  management  of  traveler’s  diarrhea.  When 
used  for  the  treatment  of  cholera,  they  have  been  shown 
to  decrease  the  requirements  for  fluid  replacement  by 
50%. 

Toxicity 

Side  effects  of  these  antibiotics  range  from  mild  to 
severe  and  often  fatal. 

1 . Skin  and  allergy  - Patients  allergic  to  one  analogue 
should  be  considered  allergic  to  all  preparations.  Ana- 
phylaxis, periorbital  edema,  morbilliform  rashes  and 
fixed  drug  eruptions  have  been  reported  but  are  rare. 
More  common  are  reports  of  photosensitivity  with  the 
development  of  a red  rash  at  areas  exposed  to  sunlight. 

2.  Teeth  and  Bones  - gray-brown  discoloration  of 
teeth  ocur  in  80%  of  children.  This  may  be  associated 
with  hypoplasia  of  enamel.  The  permanent  teeth  are 
formed  as  early  as  6 months  of  life  e.g.  the  incisors.  These 
are  followed  by  the  canines  and  premolars  at  2 y/o  and 
finally  the  molars  at  3-4  years  of  life.  For  this  reason,  the 
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Indication 


Table  1 - Tetracyclines 
Side  Effect 

Common  -- Uncommon/rare 


Comments 


1.  Chlamydial  infections 

a.  genito-urinary-acute 
urethral  syndrome 

b.  pulmonary  ornithosis 

c.  cutaneous  - trachoma 

2.  Lyme  disease  (adults) 

3.  Mycobacterium  fortuitum 

4.  Rickettsiae 

a.  Rocky  Mountain 
Spotted  Fever 

b.  Q fever 

c.  Typhus  fever 

d.  Ricketsial  pox 

5.  Whipple’s  disease 

6.  Traveler’s  diarrhea 
(Doxycycline) 

7.  Brucellosis 

8.  Lymphogranuloma  venereum 

9.  Cholera 

10.  Leptospirosis  (doxycycline) 

11.  Meloidosis 

12.  Mycoplasma  pneumoniae 

13.  Relapsing  fever 
(Borrelia  recurrentis) 

14.  Nonspecific  urethritis 

15.  Plague  (uncomplicated 
Bubonic) 

16.  Prostatitis 

17.  Pelvic 

18.  Epididimitis  acute 
(Sexually  transmitted) 

19.  Gonococcal  infections; 

. uncomplicated  in  adults 
(not  drug  of  choice) 

20.  Acne:  severe 

21.  Actinomycosis* 

22.  Anthrax* 

23.  Chronic  bronchitis  acute 

24.  Syphilis  (not  drug  of  choice) 

25.  Rat  bite  fever 

26.  Tularemia 

27.  Vincent’s  angina 

28.  Effective  alternate 
prophylaxis  - Oral  bowel  pre 
for  intestinal  surgery 


1.  Photosensitivity 

2.  Children  -80% 
discoloration  of  teeth. 

3.  Growth  retardation  in 
prematurity. 

4.  Gastric  irritation 

5.  Vertigo,  Vestibular 
damage  (Minocycline) 

6.  Diarrhea 

7.  In  pts  with  renal 
insuficiency:  BUN, 
hyperphosphatemia, 
acidosis. 

8.  Superinfection  with 
Candida. 


1.  Anaphylaxis  1. 

2.  Rashes,  fixed  drug 

eruptons.  2. 

3.  G1  superinfection, 

with  Proteus,  Pseudo-  3. 

monas  & Staphylococci 

4.  Hepatic  - Fatty  liver 

necrosis  (mostly  during  4. 

pregnancy) 

5.  Failure  when 

combined  with  5. 

anesthetics 

6.  Fanconi  type  RTA 

7.  Nephrogenic  D1  6. 

8.  Pseudotumor  cerebri 


30s  ribosomal  subunit  protein 
synthesis  inhibitor 
Do  not  use  for  Group  A 
hemolytic  streptococcal  pharyngitis 
Not  effective  as  prophylactic 
antibiotic  for  SBE  or 
rheumatic  fever. 

Chelates  cations,  do  not  use 
with  antacids  or  iron 
preparations. 

Used  as  sclerosing  agent 
through  chest  tube  for 
malignant  effusions. 

Do  not  use  aminoglycosides 
concomitantly. 


use  of  tetracyclines  in  children  is  discouraged  until  after 
they  are  8 year  old.  As  tetracyclines  bind  to  bone,  they 
may  cause  growth  retardation  in  premature  children.  For 
this  reason,  also,  the  risks  of  the  use  of  this  antibiotic  in 
the  therapy  of  children  or  during  pregnancy  must  be 
clearly  outweighed  by  the  indications.  If  the  use  of  tetra- 
cycline in  the  above  setting  is  imperative,  Doxycycline 
may  be  the  drug  of  choice  as  it  binds  cations  least  of  all 
preparations. 

3.  Gastrointestinal  - tetracyclines  can  cause  gastric 
irritation  and  rarely,  esophageal  ulcers.  Diarrhea  is  not 
uncommon  and  may  be  caused  by  superinfection  with 
Proteus  & Pseudomonas.  Rarely,  Staphylococcal  enteritis 
has  been  described  and  oral  Candidiasis  has  been 
reported  with  prolonged  therapy. 

4.  Hepatic  - Fine  droplet  fatty  liver  necrosis  has  been 
reported  and  carries  with  it  an  alarming  mortality.  This 
has  been  noted  to  occur  with  a higher  incidence  in  women 


especially  during  pregnancy.  It  has  also  been  seen  in 
patients  with  accumulation  of  the  antibiotic  as  a result  of 
renal  failure.  Aside  from  these  exceptions,  liver  dysfunc- 
tion or  injury  has  not  been  reported  in  patients  given 
doses  of  less  than  2 gm/day. 

5.  Renal  - severe  renal  failure  has  been  reported  in 
patients  treated  with  tetracyclines  who  have  received 
anesthesia  with  methoxyflurance.  This  is  due  to  the  preci- 
pitation of  calcium  oxalate  stones. 

Nephrogenic  diabetes  insipidus  as  well  as  inhibition  of 
vasopressin  secretion  by  the  pituitary  is  caused  by 
demecocycine.  This  unique  feature  has  been  used  to  treat 
chronic  SIADH,  although  renal  failure  has  complicated 
its  use  for  this  in  patients  with  cirrhosis.  Previously 
reported  with  outdated  preparations  is  the  now  rare 
Fanconi  type  renal  tubular  acidosis. 

6.  Nervous  and  Sensory  system  - Benign  increase  in 
intracraneal  pressure  (Pseudo  tumor  cerebri)  has  been 
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reported  as  a reversible  complication  in  infants  and 
adults.  Vertigo  is  a relatively  common  side  effects  of 
minocycline.  This  has  been  found  mostly  in  females 
(70%)  then  in  males  (28%). 

Drug  Interactions 

Absorption  of  tetracyclines  may  be  decreased  by 
agents  containing  calcium,  magnesium,  ferrous  sulfate  or 
aluminum.  Cimetidine  may  decrease  absorption  but  pro- 
bably not  significantly.  The  concomitant  administration 
of  tetracyclines  and  sodium  bicarbonate  should  also  be 
avoided.  Methoxyflurane  anesthesia  may  cause  severe 
renal  failure  when  used  in  combination  with  these  anti- 
biotics. Barbiturates,  diphenylhydantoin  and  carba- 
mezipine  may  decrease  serum  levels  of  doxycycline  by 
enhancing  hepatic  metabolism. 

Chloramphenicol 

Discovered  in  1 947  as  the  first  broad  spectrum  antibio- 
tics, chloramphenicol  was  released  in  U.S.  in  1949.  Four 
isomers  have  been  found  but  none  with  more  activity 
than  the  parent  compound. 

Structure  and  mechanism  of  actions 

Chloramphenicol  is  a derivative  of  dichloroacetic  acid 
unique  in  that  if  contains  a nitrobenzene  moiety.  Its  anti- 
microbial properties  are  exerted  by  means  of  reversible 
binding  to  the  50s  ribosomal  subunit  which  interferes 
with  the  attachment  of  the  amino-acid  containing  end  of 
the  aminoacyl  t-RNA  to  its  binding  region.  In  the  absence 
of  this  attachment,  there  is  no  association  of  the  amino 
acid  substrate  with  peptidyl  transferase  which  thereby 
prevents  the  formation  of  peptide  bonds.  Chloramphe- 
nicol has  bacteriostatic  properties  against  most  bacterial 
species  although  it  has  shown  bactericidal  properties  in 
vitro  against  Hemophilus  influenzae.  Neisseria  meningi- 
tidis and  Pneumococcus  but  not  Group  B Streptoccci. 

Although  chloramphenicol  may  inhibit  the  action  of 
penicillin  which  relies  on  continuing  growth  of  bacterial 
cell  for  its  action,  such  effect  is  not  seen  when  combined 
with  ampicillin.  Moreover,  inducible  enzymes  are 
inhibited  by  lower  concentrations  of  chloramphenicol 
than  those  required  to  interrupt  protein  synthesis  & 
thereby  bacterial  growth.  As  a result,  subinhibitory  con- 
centrations of  chloramphenicol  prevent  the  production 
of  -lactamases  by  some  bacterial  strains  thereby  facili- 
tating the  bactericidal  action  of  ampicillin.  Resistance  to 
chloramphenicol  is  thought  to  be  plasmid-mediated 
production  of  acetyl  transferase  as  seen  in  some  gram  - 
organisms.  Inactivation  of  the  parent  molecule  by 
inducible  acetylases  has  been  described  in  Staphylococcus 
aureus  as  well.  Spontaneous  mutation  and  transfer  of  R 
factors  have  conferred  a high  resistance  pattern  to 
Proteus  mirabilis  strains.  Resistance  of  Pseudomonas 
aeruginosa,  on  the  other  hand  is  partly  enzymatically 
mediated  and  partly  due  to  changes  in  permeability  of  the 
organism  to  the  drug.  As  the  concentration  of 
chloramphenicol  is  increased,  mutants  emerge  which  are 
resistant  at  successive  genetic  loci.  Resistance  therefore 
increases  in  a stepwise  fashion.  Plasmids  that  code  for 
resistance  to  chloramphenicol  may  also  code  for 


resistance  to  tetracyclines  and  for  B lactamases  that 
inactivate  ampicillin. 

Pharmacokinetics 

Chloramphenicol  is  rapidly  and  completely  absorbed 
from  the  gastrointestinal  tract.  Absorption  is  not  affected 
by  food  or  antacids.  Peak  serum  levels  are  obtained  at  2 
hours  after  a 1 gm  dose  either  orally  or  parenterally  with 
serum  levels  of  10-15  ug/ml  attained.  Sixty  percent  of  the 
antibiotic  is  bound  to  protein,  although  this  decreases  in 
cirrhosis  and  neonates.  These  patients  have  higher  serum 
concentrations  of  free  drug.  Chloramphenicol  is  inacti- 
vated at  the  liver  by  glucoronyl  transferase  and  is 
excreted  rapidly  at  the  urine.  Clearance  is  decreased  in 
patients  with  impaired  liver  function.  Although  80-90% 
is  recovered  at  the  urine,  most  of  this  is  in  the  form  of 
metabolites.  Only  5-10%  is  found  in  the  biologically 
active  form  in  the  urine.  There  is  unpredictable  absorp- 
tion after  intramuscular  administration.  Different  pre- 
parations are  available  for  oral  use.  The  tasteless 
chloramphenicol  palmitate  suspension  is  recommended 
for  children  as  the  regular  form  is  bitter.  This  form  is 
initially  inactive  and  depends  on  intestinal  hydrolysis  to 
produce  the  active  compound.  Metabolism  of  the  drug  is 
variable  in  the  newborn  and  young  infants.  These 
patients  must  be  followed  closely  by  serum  levels. 
Recommended  doses  for  newborns  (less  than  1 week  old) 
is  25mg/kg/day  as  their  metabolism  is  slow.  For  children 
from  1-4  weeks,  the  same  dose  can  be  given  every  12 
hours.  Dosage  recommended  for  adults  is  50  mg/kg/day 
in  four  divided  disis  and  100  mg/kg/day  for  patients  with 
meningitis. 

Spectrum  of  activity  and  distribution 

Chloramphenicol  has  broad  spectrum  activity  against 
gram  +,  gram  -,  Chlamydia,  Rickettsia,  Salmonella, 
Bordetella  pertussis.  The  latter  organism  is  particularly 
susceptible  to  chloramphenicol.  Anaerobes  are  also 
sensitive  to  inhibition  by  this  antibiotic.  Hemophilus 
influenza,  Pneumococcus  and  Meningococcus,  the  three 
most  common  organisms  in  childhood  meningitis  are 
highly  susceptible  to  this  agent  although  resistant  strains 
have  been  reported.  The  newer  cephalosporins  such  as 
cefuroxime,  cefotaxime  and  ceftriaxone  are  replacing 
chloramphenicol  as  agents  of  choice  especially  in  the  face 
of  resistant  strains.  Due  to  its  activity  against  the 
rickettsias  and  the  occasional  clinical  similarities  between 
RMSF  and  meningococcemia,  this  agent  becomes  a 
useful  choice  when  the  diagnosis  is  uncertain  or  in 
question.  Due  to  its  ample  activity  against  anaerobes, 
chloramphenicol  has  been  used  successfully  in  the 
treatment  of  brain  abscess  but  alternate  regimes  such  as 
metronidazole,  for  example,  are  preferred  by  many.  This 
antimicrobial  should  not  be  selected  for  the  therapy  of 
Staphylococci  or  B-hemolytic  Streptococci,  however. 

Chloramphenicol  diffuses  well  into  many  tissues  and 
body  fluids.  Levels  of  36  ug/ml  have  been  found  at  CSF 
with  concomitant  serum  levels  of  4 ug/ml.  Cerebrospinal 
fluid  levels,  even  in  the  absence  of  meningeal  inflam- 
mation exceed  30-50%.  These  concentrations  are  higher 
than  that  attained  by  any  other  antibiotic.  This  property 
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has  been  attributed  to  its  high  lipid  solubility,  low  degree 
of  protein  binding  and  small  molecular  size.  The  concen- 
tration of  chloramphenicol  at  the  aqueous  humor  is 
approximately  50%  of  serum  level.  Topical  administra- 
tion is  efficient  providing  high  intraocular  levels  but 
subconjunctival  injections  are  not  satisfactory.  Chloram- 
phenicol crosses  the  placental  barrier  but  concentrations 
are  neglibible  at  the  amniotic  fluid. 

Indications 

Chloramphenicol  is  still  important  in  the  therapy  of 
typhoid  fever  but  susceptibility  studies  must  be  done 
since  plasmid  related  resistance  has  been  imported  into 
U.S.  from  Mexico  and  South  America  in  the  past.  It  is 
effective  in  the  therapy  of  meningitis  and  brain  abscesses 
with  susceptible  microorganisms.  Undoubtedly,  chlo- 
ramphenicol is  the  preferred  antibiotic  for  rickettsial 
infections  when  parenteral  therapy  is  required  and  no 
contraindications  exist. 
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shows  changes  consistent  with  vacuolization  of  erythroid 
and  myeloid  precursors  although  these  changes  are  not 
specific  for  chloramphenicol.  This  reaction  is  common, 
occurs  during  therapy  and  is  reversible  upon  discontinua- 
tion of  the  drug. 

The  second,  less  common  type  of  hematologic  toxicity 
occurs  as  a fatal  idiosyncratic  response  which  is  not  dose 
related.  The  most  comon  manifestation  is  aplastic 
anemia  occurring  weeks  to  months  following  the  comple- 
tion of  therapy.  This  occurs  in  1/24,500  - 1/40,800  pts. 
but  represents  a thirteen  fold  increase  in  aplasia  when 
compared  to  the  general  population.  Several  theories  as 
to  the  pathogenesis  of  this  phenomenon  exist  including 
genetic  factors,  preexisting  unrecognized  bone  marrow 
damage  either  congenital  or  acquired,  and  the  theory 
suggested  by  Holt  in  1967  which  was  based  on  findings 
that  aplasia  occurred  only  after  the  oral  administration  of 
the  drug.  He  concluded  that  enzymatic  degradation  at  the 
gastrointestinal  tract  produced  toxic  products.  Since 


Table  2 - Chloramphenicol 


Indication 

Side  Effect 

Common 

Uncommon/rare 

Comments 

1.  Meningitis  due  to 

1.  Bone  marrow  suppression 

1. 

Hypersensitivity,  rash 

1.  May  compete  with  macro- 

Hemophilus  influenza, 

dose  related,  reversible. 

fever,  eosinophilia 

lides  and  lincosamines 

Pneumococcus, 

2.  Gray  baby  syndrome  when 

2. 

Pseudomembranous  colitis 

for  50S  ribosomal  sub- 

Meningococcus  (in  patients 

used  at  pregnancy  or 

3. 

Aplastics  anemia- 

unit  & interfere  with 

allergic  to  penicillin) 

neonates. 

irreversible,  idio- 

their  action. 

2.  Brain  abscess 

3.  Optic  neuritis  (3-5%  of 

syncratic,  not  dose 

2.  Drug  of  choice  when 

3.  Rickettsial  infections 

children  with  mucovi- 

related  (rare). 

considering  Meningo- 

4.  Typhoid  fever  and 

scidois 

4. 

Staphylococcal  entero- 

coccemia  vs  Rocky 

Salmonellosis  (invasive) 

4.  Potentiates  activity  of 

colitis 

Mountain  Spotted  Fever 

5.  Anaerobic  infections 

dicumarol  phenytoin, 

5. 

Exacerbation  of  systemic 

prior  to  confirmation. 

especially  with 

chlorpropramide  and 

lupus  erythematous 

3.  May  have  minor  antabuse 

Bacteroides  fragilis 

tolbutamide. 

like  effect. 

6.  Acute  melioidosis 

5.  False  positive  Coombs 

7.  Bordetella  pertusis 

Toxicity 

Toxicity  has  been  the  major  drawback  to  the  use  of 
chloramphenicol.  The  derivative  Thiamphenicol  was 
studied  as  a possible  alternative  but  activity  and  toxicity 
are  not  improved  with  its  use.  Minor  side  effects  include 
dysgeusia  and  mouth  soreness. 

1.  Hematologic  - in  1950  few  reports  of  isolated  cases 
of  aplastic  anemia  drew  little  attention.  In  1963,  however, 
299  cases  of  chloramphenicol  related  aplasia  were 
reported.  Since  then,  the  effects  of  this  drug  have  been 
extensively  studied.  There  are  2 types  of  effects  at  bone 
marrow.  The  first  is  a reversible,  dose  related  effect  due  to 
the  direct  pharmacologic  effect  of  the  antibiotic  as  a 
result  of  inhibition  of  mitochondrial  protein  synthesis. 
This  is  manifested  by  one  or  any  combination  of  reticulo- 
cytopenia,  anemia,  leukopenia,  thrombocytopenia.  Serum 
iron  is  often  increased  with  concurrent  decrease  in  total 
iron  binding  capacity  with  subsequent  decrease  in 
hemoglobin  synthesis.  This  is  a presumed  to  be  due  to 
blockage  of  ferrochelatase,  a mitochondrial  protein,  with 
inhibition  of  heme  synthesis  as  a result.  Bone  marrow 


then,  however,  several  cases  of  aplasia  have  been 
reported  after  parenteral  administration  and  the  use  of 
eye  drops. 

Thiamphenicol,  the  analogue  used  in  Europe  and 
Japan,  has  offered  no  better  antibiotic  activity.  Rever- 
sible bone  marrow  suppression  has  occurred  with  its  use 
but  fatal  aplasia  has  not. 

Of  note  is  that  chloramphenicol  may  cause  hemolytic 
anemia  in  patients  with  the  mediterranean  form  of  GF6-P-D 
deficiency  but  not  in  the  milder  form  prevalent  in  US 
blacks. 

3.  Immunologic  - chloramphenicol  may  induce  the 
formation  of  antibodies  which  cross  react  with  the  preser- 
vative in  some  commercial  red  blood  cell  reagent.  This 
may  result  in  falsely  positive  Coombs  tests.  Chloramphe- 
nicol has  also  been  known  to  cause  exacerbations  of 
systemic  lupus  erythematosus. 

4.  Gray  Baby  Syndrome  - a syndrome  of  abdominal 
distension,  flaccidity,  vomiting,  cyanosis,  circulatory 
collapse  and  death  has  been  described  in  neonates, 
toddlers  and  adults  after  accidental  overdose.  This  has 
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been  attributed  to  the  decreased  ability  of  these  particular 
patients  to  conjugate  chloramphenicol  and  excrete  it  in 
the  active  form  at  urine. 

5.  Optic  neuritis  - loss  of  vision  has  occurred  with 
prolonged  therapy  as  has  ophtalmoplegia,  mental  con- 
fusion and  optic  neuritis. 

6.  Harish  Herxteimer  reactions  - have  been  described 
during  therapy  of  typhoid  fever,  brucellosis  and  syphilis. 

Drug  interactions 

Chloramphenicol  may  complete  with  erythromycin 
and  lincosamides  for  binding  at  the  50s  ribosomal 
subunit  thereby  interfering  with  their  action.  Tetracy- 
clines and  aminoglycosides  which  bind  the  30s  subunit 
have  no  effect  on  its  action  with  the  exception  of 
amikacin  which  has  effects  on  both  the  30s  and  the  50s 
ribosomal  fractions.  Severe  toxicity  and  death  have 
occurred  as  a result  of  inhibition  of  hepatic  microsomal 
enzymes  by  chloramphenicol  with  resultant  increase  in 
the  serum  half  life  of  agents  such  as  tolbutamide, 
chloropropramide  and  coumadin.  On  the  other  hand, 
phenobarbital  and  phenytoin  decrease  serum  concentra- 
tions and  increases  the  clearance  of  chloramphenicol  by 
the  induction  of  hepatic  microsomal  enzymes. 

Erythromycin 

Erythromycin  is  the  most  important  of  a group  of 
compounds  known  as  macrolides.  Although  it  has  few 
primary  indications,  it  is  useful  as  an  alternative  to  peni- 
cillin in  allergic  patients.  It  is  presently  one  of  the  safest 
antibiotics  in  clinical  use. 

Structure  and  mechanism  of  action 

Erythromycin  is  composed  of  a macrocyclic  lactone 
ring  and  two  sugar  moieties.  It  is  a base  which  is  poorly 
soluble  in  water  and  is  rapidly  inactivated  by  gastric  acid 
as  it  loses  its  activity  at  pH  below  5.0.  This  antibiotic 
inhibits  protein  synthesis  by  reversing  binding  to  the  50s 
ribosomal  subunit  hence  blocking  transpeptidation  or 
translocation  reactions.  In  some  bacteria,  it  interferes 
with  ribosomal  binding  of  other  macrolides,  lincosamides 
and  chloramphenicol  thereby  suggesting  common  over- 
lapping binding  sites  for  these  antibiotics.  Erythromycin 
may  be  bacteriostatic  or  bactericidal  depending  on 
concentration  of  the  drug,  bacterial  species,  phase  of 
growth  and  the  density  of  the  inoculum.  Higher  concen- 
trations of  the  antibiotic,  decreased  bacterial  density  and 
rapid  growth  enhance  the  antibiotics  bactericidal 
activity. 

Resistance  to  erythromycin  arises  after  long  periods  of 
exposure  to  the  antibiotic.  Organisms  often  exhibit  cross 
resistance  to  macrolides  and  lincosamides.  This  can  be 
mediated  by  plasmids  or  due  to  bacterial  mutations. 
Erythromycin  has  also  been  noted  to  be  an  inducer  of 
dissociated  resistance  in  susceptible  strains  of  staphylo- 
cocci and  streptococci.  This  occurs  when  strains  that  are 
sensitive  to  erythromycin  at  higher  concentrations 
become  resistance  at  a lowem  concentration  not  only  to 
erythromycin,  but  also  to  other  macrolides  and 
lincosamides.  Specific  induction  of  resistance  is  due  to 
the  production  by  the  bacterial  cell  of  a second  type  of 


Figure  2. 


ribosome  with  reduced  affinity  to  erythromycin  and 
other  antibiotics.  This  occurs  as  a result  of  methylation  of 
adenine  at  the  23s  ribosomal  RNA  which  is  important  for 
the  binding  of  these  medications.  Ribosomal  proteins  per 
se  suffer  no  major  change.  This  inducible  resistance  to 
agents  at  the  50s  subunit  may  be  plasmid  mediated  or  as  a 
result  of  chromosomal  mutation.  Changes  in  the  permea- 
bility of  the  cell  envelope  of  certain  bacteria  has  been 
postulated  as  a mechanisms  of  resistance  since  cell  free 
systems  of  protoplasts  of  these  organisms  are  susceptible 
to  the  drug. 

Pharmacokinetics 

Erythromycin  is  often  incompletely  absorbed  from  the 
gastrointestinal  tract.  Since  the  drug  is  acid  labile,  it  must 
be  given  in  a form  that  protects  it  against  the  action  of 
gastric  acid.  Several  enteric.coated  preparations  are  avai- 
lable to  ensure  absorption  at  the  intestine.  The  antibiotic 
is  available  in  a topical  form  for  the  treatment  of  acne. 
Ophtalmic  preparations  are  available  for  bacterial 
conjunctivitis  and  for  the  prevention  of  neonatal 
gonococcal  and  chlamydial  conjunctivitis.  Two  water 
soluble  salts  of  the  base  are  available  for  parenteral  use. 
Peak  serum  concentration  are  obtained  four  hours  after 
500  mg  of  the  base,  esterate  or  ethylsuccinate  prepara- 
tions ae  given  orally.  Levels  attained  are  of  1-2  ug/ml. 
Erythromycin  is  demethylated  at  the  liver  and  excreted 
primarily  at  the  bile.  Concentrations  at  bile  are  up  to  10 
times  those  in  serum.  Only  2-5%  is  excreted  at  urine. 

Spectrum  of  action  and  distribution 

Erythromycin  has  a broad  spectrum  of  action  against 
gram-positive,  gram-negative  Actinomyces,  Treponemes, 
Mycobacteria,  Mycoplasma,  Chlamydia  and  Rickettsia. 
It  is  highly  active  against  Pneumococci  and  Group  A 
Streptococci  although  resistance  has  been  reported. 

In  1979,  60%  of  strains  of  Group  A Streptococci  in 
Japan  were  found  to  be  highly  resistant  to  erythromycin 


13 


Nancy  M.  Ruiz,  MD,  et  al 


VoL  82  Num.  1 


and  lincomycin.  This  was  attributed  to  the  widespread 
use  of  this  antibiotic  for  upper  respiratory  tract 
infections.  Erythromycin  potentiates  the  action  of 
chloroquine  against  resistant  strains  of  Plasmodia  but 
not  against  sensitive  strains. 

Diffusion  of  erythromycin  into  tissues  is  adequate 
except  at  brain  and  cerebrospinal  fluid.  It  is  one  of  the  few 
antibiotics  that  penetrates  readily  into  prostatic  tissue. 
The  drug  crosses  the  placental  barriers  and  is  excreted  at 
breast  milk  but  no  adverse  effects  have  been  reported 
with  its  use  in  these  situations.  Protein  binding  is  believed 
to  be  40-90%  but  the  significance  of  this  not  known.  The 
antibiotic  persists  at  tissues  for  a longer  period  than  at 
serum.  Dosage  need  not  be  ajusted  in  renal  failure  since 
the  half  life  of  the  drug  is  only  increased  by  a few  hours. 
Erythromycin  is  not  removed  by  dialysis. 

Indications 

Erythromycin  is  the  drug  of  choice  for  the  therapy  of 
Mycoplasma  pneumonia  and  Legionella  pneumophilia. 
Studies  have  shown  that  the  clinical  course  of  Mycoplasma 
pneumonia  is  shortened  by  erythromycin  therapy  and 
there  is  clearing  of  pulmonary  lesions  earlier.  In  view  of 
this  fact  and  its  high  activity  against  Pneumococcus,  it  is 
still  the  recommended  antibiotic  for  the  management  of 
community  acquired  pneumonias  in  non-immunocom- 
promised  host  that  do  not  required  hospitalization.  It 
may  be  used  in  otitis  if  mycoplasma  or  Pneumoccus  is 
suspected  but  not  against  Hemophilus  influenza.  Other 


uses  include  the  treatment  of  chlamydial  infections  at 
pregnancy  or  when  tetracyclines  are  contraindicated  as 
well  as  for  gonorrhea  and  syphilis  in  patients  who  cannot 
tolerate  other  regimes.  Of  note,  however,  is  that  fetal 
Syphilis  may  not  be  eradicated  by  this  regimen. 

Erythromycin  may  shorten  the  course  of  whooping 
cough  if  given  at  the  paroxymal  stage  and  it  has  been 
shown  to  hasten  the  elimination  of  Campylobacter  jejuni 
from  feces  in  gastroenteritis  if  given  within  the  first  four 
days  of  onset  of  symptoms.  It  may  be  used  as  an  effective 
alternative  in  penicillin  allergic  patients  and  it  is  effective 
in  the  prophylaxis  of  bacterial  endocarditis  and  prior  to 
colorectal  surgery,  as  well  as  for  the  therapy  of  recurrent 
acute  rheumatic  fever  in  such  patients. 

Toxicity 

Erythromycin  is  one  of  the  safest  antibiotics  in  current 
use.  There  are  few  untoward  effects  and  most  of  these  are 
not  life  threatening. 

1.  Irritative  reactions  - dose  related  nausea  vomiting 
and/or  diarrhea  are  common  regardless  of  route  of 
administration.  Local  thrombophlebitis  at  the  area  of 
infusion  may  be  avoided  by  diluting  the  antibiotic  in 
250cc  of  fluid  and  extending  the  infusion  over  40- 
60  minutes. 

2.  Allergy  - rash,  fever  and  eosinophilia  may  be  seen 
uncommonly. 

3.  Cholestatic  hepatitis  - occurs  after  10-12  days  of 
therapy  but  may  occur  eralier  if  the  patient  has  had  prior 


Table  3 - Erythromycin 


Indication 


1.  Community  acquired 
penumonia  in 

nonimunocompromised  host. 

2.  Legionella  pneumophilia 
infections. 

3.  Mycoplasma  pneumonia 

4.  Chlamydial  infections 
at  pregnancy. 

5.  Whooping  cough  - 
Bordetella  pertussis 

6.  Campylobacter  jejuni 
gastroenteritis 

7.  Prophylaxis  subacute 
bacterial  endocarditis 

8.  Prophylaxis  for  colo- 
rectal surgery. 

9.  Syphilis  (in  penicillin 
alergic  patients)  & 
pregnancy. 

10.  Gonorrhea  (not  drug  of 
choice) 

11.  Infections  due  to  Beta 
hemolytic  Streptococi 
(altérate) 

12.  Infections  due  to 
streptococcus  pneumonia 
(altérate) 

13.  Acne  vulgaris 

14.  Carrier  state  of  diphteria 

15.  Urinary  tract  infection 

16.  Rheumatic  fever 

17.  Rheumatic  fever 
prophylaxis. 


Side  Effect 

Common 


1.  Irritative  reactions 

a.  local  thrombo- 
phlebitis 

b.  abdominal  pain 

c.  diarrhea 

d.  nausea/vomiting 

2.  Candida  superinfection 
after  prolongued  use 


Uncommon/rare 


1.  Cholestatic  hepatitis 
with  estolate  preparation. 

2.  Allergy,  rash,  fever, 
eosinophilia 

3.  Transient  hearing  loss  in 
elderly  with  renal 
insuficiency 

4.  Pseudomembranous  colitis 


Comments 


1.  50S  ribosomal  protein 
synthesis  inhibition 

2.  Not  adequate  against 
Hemophilus  influenza 

3.  May  not  erradícate  fetal 
syphilis  when  used 
during  pregnancy. 

4.  Dissociated  resistance 
with  other  macrolides, 
lincosamines,  chloram- 
phenicol. 

5.  Theophilline  levels 
when  used  concomitantly 

6.  False  -I-  SCOT,  SGPT 
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exposures.  This  has  been  reported  only  with  the  estolate 
preparation  predominantly  in  adults. 

4.  Transient  hearing  loss  - has  been  reported  in  the 
elderly  with  renal  inssufficiency  treated  with  high  doses. 

5.  Superinfection  - with  Candida  are  not  uncommon. 

6.  Pseudomembranous  colitis  has  rarely  been  reported. 

Drug  Interactions 

Due  to  competition  for  binding  sites  and  the  arisal  of 
dissociated  resistance,  erythromycin  should  not  be  used 
in  conjunction  or  sequentially  with  lincomycin,  clinda- 
mycin or  other  macrolides.  Erythromycin  estolate  prepa- 
rations should  not  be  given  to  patients  who  have  received 
the  drug  previously  or  in  the  presence  of  hepatic 
derrangements.  When  given,  therapy  should  last  less  than 
10-12  days  if  possible.  Erythromycin  is  incompatible  with 
IV  infusions  of  vitamin  B complex,  vitamin  C, 
cephalothin,  tetracyclines,  chloramphenicol,  heparin  and 
phenytoin  among  others.  Erythromycin  competes  with 
Theophilline,  for  protein  binding  sites.  When  used 
concomitantly  without  tapering  of  theophilline  intoxica- 
tion may  occur  with  the  brochodilator.  Erythromycin 
causes  false  elevations  of  calorimetrically  measured  liver 
function  tests. 

Other  macrolides  - These  are  mostly  used  in  other 
countries  and  are  not  available  in  the  U.S. 

Josarmycin  - introduced  in  Japan  in  1964.  Spectrum 
of  activity  is  similar  to  erythromycin.  It  has  anaerobic 
activity  inferior  to  clindamycin. 

Oleandromycin  - used  in  Russia  since  1954.  In  vitro 
activity  is  less  than  that  of  Erythromycin  but  more  than 
spiramycin.  Potential  liver  toxicity  has  been  a limitation 
for  its  use. 

Signamycin  - is  a 1:2  preparation  of  oleandromycin 
and  tetracycline.  Synergy  between  the  two  components 
has  been  postulated  on  the  basis  of  their  action  at 
different  ribosomal  sites.  Such  positive  interaction 
remains  to  be  proven. 

Rosaramycin  - has  similar  activity  as  erythromycin 
against  gram  + aerobes,  peptostreptococci  and  non- 
spore forming  gram  + aerobes.  It  has  better  activity 
against  gram  - anaerobic  bacilli,  peptococci  chlostridia 
and  gonococcus. 

Spiramycin  - is  less  active  than  erythromycin  but  has 
good  persistence  at  tissues.  It  is  used  for  the  therapy  of 
ocular  Toxoplasmosis  and  Toxoplasma  at  pregnancy, 
but  it  is  inferior  to  pyrimethamine. 


Lincosamides 

Lincosamides  have  a similar  spectrum  of  activity  as 
erythromycin  but  are  more  active  against  anaerobic 
organisms. 


Figure  3. 
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traspeptidation  reactions.  Resistance  to  the  Lincosmides 
relates  to  changes  to  changes  in  ribosomal  binding  site 
that  overlaps  that  of  other  antibiotics.  Plasmid  mediated 
resistance  has  been  described  for  Bacteroides  fragilis  for 
examples. 

Pharmacokinetics 

Lincomycin  is  absorbed  well  whether  given  orally  or 
intramuscularly.  Clindamycin  is  absorbed  90%  after 
ingestion  and  this  may  be  delayed  but  not  diminished  in 
the  presence  of  food.  When  taken  orally,  clindamycin 
attains  a peak  concentration  at  1 hour  whefeas  when 
given  IM,  peak  levels  are  attained  in  3 hours.  In  general, 
the  penetration  of  tissues  by  the  lincosamides  is  good 
with  the  exception  of  cerebro  spinal  fluid  (CSF)  even  in 
the  presence  of  meningeal  irritation.  Concentration  at 
bone  with  relation  to  serum  is  high.  Clindamycin  is 
actively  transported  into  neutrophils  and  macrophages 
and  is  found  in  high  concentrations  at  experimental 
abscess.  Its  decreased  effectiveness  in  clinical  abscesses  is 
explained  on  the  basis  of  loss  of  activity  in  enrironments 
with  low  pH.  Absorption  and  metabolism  occur  in  the 
liver  and  the  compound  has  high  bioavailability  at  bile. 
Clindamycin  is  94%  protein  bound  but  is  more  soluble 
than  lincomycin.  The  bile  concentration  of  clindamycin 
is  significantly  reduced  in  the  presence  of  obstruction.  Its 
half  life  increases  form  2.4  hours  to  6 hours  in  patients 
with  severe  renal  failure.  Change  in  dosage  in  not  usually 
required  unless  hepatic  failure  exists  concomitantly. 
Clindamycin  is  not  removed  by  dialysis. 


Structure  and  Mechanisms  of  Action 

Clindamycin  is  the  7-deoxy  7-chloro  derivative  of 
lincomycin  which  is  a sulfur  containing  octose.  These 
antibiotics  bind  the  similar  or  overlapping  50s  ribosomal 
binding  sites  of  Macrolides  and  chloramphenicol.  Their 
action  is  therefore  attained  by  protein  synthesis  inhibi- 
tion of  early  chain  elongation  by  interfering  with 


Spectrum  of  action  and  distribution 

Clindamycin  has  similar  activity  against  gram  + 
organisms  as  erythromycin  although  it  is  not  used  for 
these  infections  preferentially.  It  has  the  added  advantage, 
however,  of  providing  better  coverage  against  anaerobes 
especially  Bacteroides  fragilis.  It  is  not  active  against  most 
chlostridial  organisms.  Erythromycin-resistant  strains  of 
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S.  aureus  are  often  sensitive  to  clindamycin  although 
dissociated  resistance  by  erythromycin-sensitive  strains 
has  been  reported  Enterobacteriaceae  are  all  resistant  to 
clindamycin  and  macrolides.  Many  Streptococci  are 
sensitive  to  lincomycin  at  levels  of  .02-, 69  ug/ml.  Of  the 
Group  D Streptococci,  S.  bovis  and  S.  durans  are  sensi- 
tive whereas  S.fecalis  and  S.falcium  tend  to  be  resistant. 

Clindamycin  is  widely  distributed  in  the  body  with 
concentrations  at  bone  exceeding  50-75%.  CSF  levels  are 
low  even  in  the  presence  of  trauma  with  increased 
cerebral  blood  flow.  If  absolutely  necessary  for  this  use, 
the  administration  of  1-2  mg  intrathecally  has  been 
proposed  with  target  levels  of  6 ug/ml.  Adequate  levels 
are  attained  at  the  aqueous  humor  after  subconjunctival 
injection.  Clindamycin  is  excreted  at  breast  mild  and  it 
has  been  recovered  from  umbilical  cord  samples. 

Indications 

Clindamycin  has  better  absorption  and  activity  than 
lincomycin,  therefore  the  use  of  the  latter  antibiotic  is 
seldom  warranted.  Clindamycin  is  indicated  for  the 
treatment  of  intraabdominal  and  pelvic  infections  when 
anaerobes  are  suspected  especially  5. /rag/7/i.  Up  to  10% 
of  isolates  of  this  organisms  may  be  resistant,  however, 
and  alternate  therapy  may  be  needed.  It  is  also  indicated 
in  pulmonary  inflections  where  aspiration  of  oral 
anaerobes  is  likely.  Although  clindamycin  may  be  active 
agains  Staphylococci,  it  should  not  be  used  as  drug  of 
choice  for  documented  infections  with  this  organism 
unless  alternate  regimens  are  contraindicated  and  sensi- 
tivities have  been  tested.  Other  antibiotics  should  be  used 
for  central  nervous  system  infections  in  view  of  its  poor 
diffusability  to  CSF. 

Toxicity 

Rarely  rashes,  erythema  multiforme  and  anaphylaxis 
have  been  reported.  Diarrhea  occurs  in  up  to  20%  of 
patients  and  may  be  related  to  overgrowth  of  Chlostri- 
dium  difficile  with  the  development  of  Pseudomem- 
branous colitis.  In  these  cases,  prompt  discontinuation  of 
the  antibiotic  and  therapy  with  vancomycin  or  metroni- 
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dazole  is  imperative.  Minor  reversible  increases  in 
transaminases  have  been  reported.  Rare  frank  hepatoto- 
xicity  has  occurred. 

Drug  interactions 

Clindamycin  may  block  neuromuscular  transmission 
and  it  may  enhance  the  action  of  other  blocking  agents. 
Patients  receiving  clindamycin  must  be  watched  carefully 
after  anesthesia  for  signs  of  respiratory  depression. 
Although  clindamycin  is  not  nephrotoxic  per  se,  it 
potentiates  aminoglycoside  nephrotoxicity  by  displacing 
them  from  albumin  binding  sites.  Due  to  dissociated 
resistance,  it  should  not  be  used  concurrently  or  sequen- 
tially with  macrolides.  The  drug  is  physically  incompatible 
with  infusions  of  ampicillin,  barbiturates,  aminophilline, 
calcium  gluconate  or  magnesium  sulfate. 

Summary 

Tetracyclines,  chloramphenicol,  macrolides  and  linco- 
samides  are  broad  spectrum  antibiotics  used  for  a variety 
of  infections.  Their  use  is  not  free  of  protential  adverse 
effects,  therefore,  potential  risks  must  be  outweighted  by 
the  benefits  of  their  use. 


Resumen:  Los  macrólidos,  lincosaminas,  tetracicUnas 

y cloramfenicol  son  antibióticos  no  relacionados  estructu- 
ralmente que  comparten  como  mecanismo  de  acción  la 
inhibición  de  la  síntesis  de  proteínas.  A pesar  de  sus 
diferencias  individuales,  se  pueden  clasificar  como  agentes 
de  amplio  espectro  con  uso  en  el  manejo  de  una  gran 
variedad  de  infecciones.  A consecuencia  de  la  similitud 
entre  estos  compuestos  en  cuanto  a mecanismos  de  acción, 
el  uso  concurrente  o en  secuencia  de  los  mismos  debe 
ejercerse  con  cautela.  Dicha  práctica  podría  resultar  en 
antagonismo  entre  los  agentes  o en  la  inducción  de  resis- 
tencia bacteriana.  Es  importante,  por  tanto,  entender  la 
función  de  estos  antibióticos  y la  interacciones  potencíales 
que  existen  entre  ellos.  Se  discuten  las  indicaciones, 
interacciones,  mecanismos  de  acción,  efectos  adversos  y 
contraindicaciones. 


Table  4 - Clyndamycín 


Indication 

Side  Effect 

Comments 

Common 

Uncommon/rare 

1.  Anaerobic  infections 

1.  Diarrhea 

1.  Granulocytopenia 

1.  Poor  diffusion  into 

especially  those  due  to 

2.  Pseudomembranous  colitis 

2.  Thrombocytopenia 

CNS  even  with  meningeal 

Bacteroides. 

associated  with  Chlostridium 

3.  Hepatotoxicity 

inflammation 

a.  intraabdominal  infections 

dificile  toxin. 

4.  Thrombophlebitis 

2.  Has  some  gram  positive 

b.  pelvic  infections 

3.  Hypersensitivity  - rash 

5.  Stevens-Johnson 

activity  but  not  treat- 

c.  oropharyngeal  abscesses 

fever  eosinophilia 

syndrome  (rare) 

ment  of  choice  for 

d.  aspiration  pneumonia 

6.  Neuromuscular  blockade 

documented  infections 

e.  pulmonary  abscess 

when  used  with  other 

(eg  staphylococci) 

f.  soft  tissue 

neuromuscular  blockers 

3.  Good  penetration  to  bone 

2.  Actinomyces  (in  penicillin 

(eg,  anesthetics) 

& soft  tissue 

allergy) 

4.  Many  chlostridial 

3.  Toxoplasmosis  (alternate 

organisms  not  sensitive 

if  other  drugs  contrain- 

5.  5- 10%  of  Bacteriodes 

dicated  but  poor  penetration 
to  CSF) 

fragilis  are  resistant 
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A manimogram  is  a 
safe,  low-dose  X-ray  that 
can  detect  breast  cancer 
before  there’s  a lump.  In 
other  words,  it  could  save 
your  life  and  your  breast. 

If  you’re  a woman 
over  35,  be  sure  to  schedule 
a mammogram.  Unless 
you’re  still  not  convinced 
of  its  importance. 

In  which  case,  you 
may  need  more  than  your 
breasts  examined. 


Find  the  time. 
Have  a mammogram. 


AMERICAN 
VO^NCER 
fSOQETY 

Give  yourself  the  chance  of  a lifetime. 
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Desmoplastic  Fibroma  of  Bone:  Report  of 
One  Case  and  Review  of  the  Literature 

Antonio  R.  De  Tomas-Cabrera,  MD' 
Raúl  A.  Marcial-Seoane,  MD^ 
Raúl  A.  Marcial-Rojas,  MD,  JD’ 


The  term  desmoplastic  fibroma  of  bone  was  coined  by 
Jaffe  in  1958  when  he  described  this  tumor  as  a 
distinct  entity  in  his  famous  treatise  on  tumors  and  tumo- 
rous conditions  of  the  bones  and  joints.*  He  differen- 
tiated this  tumor,  as  an  independent  nosologic  entity, 
from  other  fibrous  lesions  of  bone. 

It  is  an  infrequent  benign  tumor  composed  of  small 
benign-appearing  fibroblasts  producing  numerous  collagen 
fibers  and  abundant  intercellular  matrix  (desmoplasia). 
This  densely  fibrous  appearance  discloses  a similarity  to 
the  desmoid  tumor  of  the  abdominal  wall  and  other 
extra-abdominal  desmoid  fibromatosis. 

In  1968  Rabhan  and  Rosai^  reported  ten  cases  and 
reviewed  the  world  litetature  accounting  for  34  cases 
reported  up  to  that  date.  Sugiura^  reviewed  the  world 
literature  and  found  fifty  cases  reported  up  to  1976. 

In  an  excellent  review  of  the  literature,  with  a report  of 
eight  additional  cases,  the  group  from  the  Orthopedic 
Oncologic  Service  and  the  Department  of  Pathology  of 
Massachusetts  General  Hospital  brought  up  the  count  of 
reported  cases  to  eighty  five  in  1985.'* 

In  1986  Makek  and  Lello^  published  an  extensive 
review  of  desmoplastic  fibroma  in  the  jaw  bones.  They 
were  able  to  collect  twenty-six  reported  cases.  Only  one  of 
them  was  localized  in  the  maxilla  and  the  rest^^  were 
mostly  affecting  the  posterior  regions  of  the  mandibular 
body,  the  jaw  angle,  and  the  ascending  ramus  of  the 
mandible.  Of  these  twenty-five  cases,  six  of  them^’  “* 

were  included  in  the  review  of  Gebhardt  et  ah'*  It  brings 
the  total  of  desmoplastic  fibromas  of  the  mandible  to 
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thirty-six  cases,  after  our  complete  search,  establishing 
said  bone  as  the  most  frequent  site  for  the  occurrence  of 
desmoplastic  fibroma.  However,  the  long  bones  have 
accounted  for  43%  of  the  lesions  vis  a vis  28%  for  the 
mandible  (see  Table  I).  The  femur  and  the  tibia  predo- 
minated among  the  long  bones. 

We  were  able  to  identify  forty-one  additional  cases 
reported  in  the  literature  and  not  included  in  the  last 
review  by  Gebhard  et  al.'*  Of  these,  thirty  cases^’  **’  *^ 

were  published  between  1960  and  1984,  while  eleven  have  been 
reported  since  1985  **’  *’>  ^*’ 

Our  case  report  is  the  forty-second  case  added,  thus 
bringing  the  total  of  reported  desmoplastic  fibromas  to  a 
total  of  one-hundred-and-twenty-seven  cases.  Table  1 

It  is  of  interest  that  the  case  reported  in  this  communi- 
cation represents  the  first  instance  of  desmoplastic 


Table  I 


Locations  of  Desmoplastic  Fibromas 


Site 

Number  of  Cases 

Percentage 

*Mandible 

36 

28% 

*Femur 

17 

13% 

*Tibia 

15 

12% 

Pelvis 

1 1 

9% 

*Humerus 

10 

8% 

*Radius 

9 

7% 

Scapula 

4 

3% 

Vertebral  Column 

4 

3% 

Skull 

3 

2% 

Maxilla 

3 

2% 

Ribs 

3 

2% 

Calcaneus 

3 

2% 

*Ulna 

2 

2% 

Clavicle 

2 

2% 

*Fibula 

2 

2% 

Metatarsal 

2 

2% 

Metacarpal 

1 

1% 

127 

100% 

*Long  Bones  - 43% 
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fibroma  reported  from  Puerto  Rico.  Also  the  first  case 
seen  by  and  known  to  the  senior  author  (RAMR)  in 
Puerto  Rico  in  over  thirty-five  years  as  a pathologist  with 
a primary  interest  in  bone  lesions. 

Clinical  Aspects  of  Desmoplastic  Fibromas 

There  is  no  apparent  sex  predilection  and  the  age  varies 
from  1 to  7 1 years.  However,  the  immense  majority  of  the 
cases  occurred  below  the  age  of  thirty,  that  is,  between 
75%^^  to  89%^“'  to  92%^  of  the  reported  cases  depending 
upon  the  date  of  the  review  of  the  literature.  Although 
most  of  these  lesions  occur  in  the  second  and  third 
decades  (56%  and  24%  respectively)^,  it  is  important  to 
remember  that  desmoplastic  fibromas  of  the  jaws  tend  to 
occur  predominantly  in  much  younger  patients  than  is 
usuaP’  ’ in  other  bones. 

The  location  of  these  tumors  is  very  well  depicted  in 
Table  I for  the  127  cases  thus  far  reported  in  the  litera- 
ture. The  lesion  may  occur  in  any  site  of  the  skeleton; 
however,  the  long  bones  of  the  extremities  account  for 
43%  of  the  cases.  The  mandible  is  the  most  frequently 
affected  bone  with  a prevalence  of  28%. 

Pain  and  aching  in  the  affected  part  is  the  presenting 
complaint  in  about  half  the  patients.  The  presence  of  a 
mass  or  swelling  overlying  the  lesion  is  not  unusual,  with 
or  without  pain.  Pathologic  fracture  is  an  unusual 
presentation  in  these  lesions.  The  symptoms  of  pain  and 
limping  may  be  present  for  long  periods  of  time. 

Radiologic  Findings  of  Desmplastic  Fibromas 

The  tumor  in  the  long  bones  is  most  frequently  located 
in  the  metaphysis  but  may  occur  in  the  diaphysis.  It  is 
extremely  infrequent  for  this  tumor  to  violate  the 
epiphyseal  plate,  even  in  young  patients  with  an  opened 
epiphysis. 

The  most  frequent  radiologic  presentation  is  that  of  a 
geographic,  well  defined  osteolytic  lesion,  centrally 
located  in  the  bone.  The  margins  of  the  tumor  are  fairly 
sharp,  well  delimited,  and  the  borders  may  be  sclerotic. 
Not  infrequently  the  osteolytic  lesion  discloses  a so-called 
trabeculated,  honey-combed  or  soap  bubble  appearance, 
due  to  the  irregular  destruction  ofendostealcortical  bone 
by  the  pushing  margins  of  the  tumor  leaving  bony  ridges 
or  columns  in  the  bosselated  cortical  periphery.  Due  to 
the  local  aggressiveness  of  the  tumor,  on  occasions,  the 
roentgenographic  appearance  may  be  quite  atypical.  The 
central  osteolytic  lesion  widens  the  bone,  usually  in 
symmetrical  fashion  and  the  thininning  of  the  cortex  is 
prominent,  sometimes  it  is  totally  destroyed,  but  almost 
always  the  mass  is  delimited  by  periosteum.  Reactive 
periosteal  bone  formation  is  not  frequent  except  in  the 
cases  which  develop  pathologic  fractures.  There  is  no 
bone  matrix  formation  nor  mineralization. 

The  differential  diagnoses  of  desmoplastic  fibroma 
varies  with  the  particular  radiologic  appearance.  On 
occasions  the  lesion  is  eccentric  and  may  be  mistaken 
with  a chondromyxoid  fibroma  if  there  are  well  defined 
sclerotic  margins.  If  there  is  complete  cortical  destruction 
and  expansion  of  the  tumor,  it  may  be  mistaken  with  an 
aneurysmal  bone  cyst,  or  occasionally  with  metastatic 
thyroid  or  renal  carcinoma,  in  patients  above  forty 


years. Also  with  a primary  malignant  tumor  of  bone, 
extending  to  the  soft  tissues,  of  non-mineralized  matrix 
formation,  like  fibrosarcoma. 

When  the  lesion  is  limited  to  the  central  location  and 
producing  symmetrical  expansion,  it  might  mimic  a 
solitary  bone  cyst  if  located  in  the  metaphysis  of  a long 
bone  in  a young  patient,  or  a lesion  of  monostotic  fibrous 
dysplasia.  In  the  latter,  the  lesion  may  disclose  a ground 
glass  appearance,  depending  upon  the  amount  of  minera- 
lized woven  bone  present.  When  in  the  tibia,  as  in  our 
case,  an  adamantinoma  of  long  bones  enters  in  the 
differential  diagnosis. 

Pathologic  Findings  of  Desmoplastic  Fibromas 

The  lesion  is  usually  firm  and  rubbery  with  a gray- 
white,  or  white,  glistening  cut  surface.  There  is  no 
grittiness  and  a fibrillary  pattern  may  be  present  in  some 
cases.  There  are  no  areas  of  degenerative  cystic  forma- 
tion, unless  the  tumor  is  very  large  and  expanding  outside 
the  bony  cortex.  Necrosis  is  not  present.  The  borders  of 
the  lesion  are  very  well  defined  giving  a false  impression 
of  sharp  circumscription.  However,  it  is  very  well  known 
that  microscopic  extensions  into  the  adjacent  bone  are 
present.  Because  of  the  latter  these  lesions  should  not  be 
enucleated  nor  curetted  if  recurrence  is  to  be  totally 
avoided. 

Microscopically  it  is  a fibrous  lesion  of  benign  appea- 
rance composed  of  small  benign-appearing  fibroblasts 
with  abundant  collagenous  matrix.  Mitotic  figures  are 
practically  non-existent  and  nuclear  hyperchromatism  is 
not  seen.  The  degree  of  cellularity  varies  among  the  diffe- 
rent fields  of  the  tumor. 

Histopathologic  Differential  Diagnosis 

Low  grade  fibrosarcoma  must  be  accurately  diferen- 
tiated  from  desmoplastic  fibroma.  The  local  aggressi- 
veness and  cellularity  of  low  grade,  differentiated, 
primary  central  fibrosarcoma  of  bone  may  be  present  in 
desmoplastic  fibroma.  However,  fibrosarcoma  usually 
exhibits  more  cellularity  with  pleomorphism  and  the 
presence  of  mitotic  figures,  while  collagen  fibers  are  rela- 
tively sparse.  In  desmoplastic  fibroma  the  fibroblasts  are 
small  and  benign  appearing,  the  collagenous  fibers  are 
abundant  in  the  desmoplastic  matrix,  and  mitotic  figures, 
if  present,  are  extremely  infrequent.  Nuclear  hyperchro- 
matism is  not  seen  in  desmoplastic  fibroma,  it  is  a well 
established  fact  that  desmoplastic  fibroma  aggressively 
destroys  bone,  may  extend  to  the  surrounding  soft 
tissues,  and  discloses  a definite  tendency  to  recur  if  not 
adequately  removed.  The  importance  of  the  differential 
diagnosis  between  this  benign  tumor  and  low  grade 
fibrosarcoma  is  the  fact  that  the  former  has  no 
metastasizing  potential.  At  times  the  differential  diag- 
nosis between  these  two  lesions  may  be  very  difficult,  in 
some  instances  impossible.  Some  investigators  believe 
that  the  distinction  between  the  two  is  either  very  fine  or 
merely  arbitrary,  with  both  processes  being  part  of  a 
spectrum  of  lesions  of  fibrous  tissues."*® 

Monostotic  fibrous  dysplasia  also  resembles  desmo- 
plastic fibroma,  especially  when  the  fibrous  matrix  of  the 
former  is  dense  due  to  the  presence  of  numerous  collagen 
fibers.  The  presence  of  woven  bone  trabeculae,  poorly 
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oriented  and  partly  calcified,  usually  without  a rimming 
of  osteoblasts,  establishes  the  diagnosis  of  fibrous 
dysplasia.  In  desmoplastic  fibroma  there  is  no  bone 
formation  unless  that  lesion  is  complicated  with  a 
fracture. 

It  is  of  interest  to  refer  to  a case  reported  by  West, 
Huvos  and  Lane  in  1983,'^  of  desmoplastic  fibroma  of 
bone  arising  in  fibrous  dysplasia.  It  is  known  to  all  patho- 
logists conversant  with  bone  lesions  that  many  fibrous 
lesions  of  bone  may  disclose  areas  with  prominent,  dense, 
fibro-collagenous  matrix,  very  similar  histologically  to 
desmoplastic  fibroma.  They  may  be  seen  in  “old”  non- 
ossifying fibromas,  low  grade  well  differentiated  fibro- 
sarcomas and  in  fibrous  dysplasia.  It  is  also  possible  that 
in  fibrous  dysplasia  those  desmoplastic  areas  may  be 
almost  devoid  of  osteoblastic  matrix  formation  as  was 
the  case  in  a recent  example  seen  at  our  Department  of 
Pathology.  The  difficulty  is  to  advance  a diagnosis  of 
desmoplastic  fibroma  in  such  cases  against  that  of  an  area 
of  desmoplasia  in  fibrous  dysplasia. 

This  impression  is  substantiated  by  Dehner^®  who 
states  that  “many  fibroosseous  lesions  eventually  desig- 
nated as  fibrous  dysplasia  do  not  have  the  uniform 
appearance  which  is  repeatedly  illustrated  in  various 
textbooks”,  and  “if  a biopsy  is  taken  through  a purely 
fibroblastic  area,  then  desmoplastic  fibroma  and  fibro- 
sarcoma are  other  possible  diagnoses”.  However,  Mirra^^ 
states  that  in  fibrous  dysplasia  “the  collagen  bundles  are 
not  as  thick  as  those  of  desmoids”. 

One  must  remember  that  fibrous  dysplasia  is  believed 
to  be  a malformation  of  the  bony  mesenchyme  in  which 
the  development  is  arrested  at  the  woven  bone  stage. 
The  differentiation  of  the  mesenchyme  in  the  rare 
malignant  transformation  of  fibrous  dysplasia  is  usually 
along  the  lines  of  osteosarcoma,  chondrosarcoma,  or 
fibrosarcoma,  all  derivatives  of  the  connective  tissue 
elements  found  in  fibrous  dysplasia. 

Ossifying  fibroma  can  also  disclose  dense  desmoplastic, 
heavily  collagenized  stroma  like  desmoplastic  fibroma. 
However,  bone  trabeculae  formation,  usually  characte- 
rized by  osteoblastic  rimming,  is  evident.  The  fact  that 
ossifying  fibroma  is  rarely  a lesion  of  long  bones  mostly 
limits  this  differential  diagnosis  to  the  jaws  where 
ossifying  fibroma  frequently  occurs  and  where  desmo- 
plastic fibroma  occurs  in  about  28%  of  the  reported 
cases. 

Periosteal  desmoid  is  formed  by  dense  fibrous  tissue 
with  bland  fibroblasts  and  abundant  intercellular 
collagen.  Rarely  a mitosis  may  be  seen  but  there  is  no 
nuclear  atypism.  The  classical  cortical  location  of  the 
lesion  and  the  erosive,  scooped  out  destruction  of  the 
cortex  are  typical.  This  lesion  is  extremely  infrequent,  by 
far  less  frequent  than  desmoplastic  fibroma  of  bone. 

Nonossifying  fibroma  is  differentiated  from  desmo- 
plastic fibroma  because  of  the  usually  present  whorled 
pattern  (storiform)  of  the  fibroblasts  and  the  common 
presence  of  foam  cells  and  multinucleated  giant  cells.  It  is 
pertinent  to  mention  the  fact  that  nonossifying  fibromas 
are  histologically  very  similar  to  the  rare  benign  fibrous 
histiocytoma  of  bone  and  the  differentiation  is  mostly 
established  because  of  the  bone  localization  of  the  lesion 
and  its  radiologic  appearance. 
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Treatment  and  Prognosis  of  Desmoplastic  Fibroma 

The  prognosis  for  desmoplastic  fibroma  is  dependent 
on  the  completeness  of  its  surgical  removal.  It  is  impor- 
tant to  remember  that  this  tumor  frequently  extends 
microscopic  tongue-shaped  projections  into  the  cortical 
bone  and  occasionally  into  the  periosteum  and  adjacent 
soft  tissues.  The  tumor  at  surgery  may  look  grossly  well 
delimited,  with  pushing  borders  and  compression  of 
adjacent  tissues.  However,  there  is  no  true  capsule  and 
the  pseudocapsule  is  frequently  microscopically  invaded 
by  the  tumor. 

In  the  early  years  after  the  identification  of  desmoplas- 
tic fibroma  as  a distinct  nosologic  entity  the  usual  treat- 
ment was  curettage,  thus  there  was  a high  incidence  of 
recurrence  because  of  incomplete  removal.  The  recom- 
mended treatment  depends  on  the  location  of  the  tumor 
and  its  local  extension.  In  expendable  bones,  such  as 
clavicle,  fibula  and  rib,  the  ideal  treatment  is  resection.  In 
bones  with  major  functional  activity  the  size  of  the  tumor 
will  be  a determinant  factor  for  selecting  the  modality  of 
surgical  procedure.  If  the  lesion  is  confined  to  bone  and 
not  too  large,  extensive  intralesional  curettage  could  be 
performed  with  bone  grafting  with  the  understanding 
that  the  tumor  may  recur  in  about  one  third  of  the  cases. 
Contrariwise,  if  there  is  evidence  of  periosteal  extension 
with  cortical  destruction  and  possibly  soft  tissue 
extension,  a wide  local  excision  should  be  performed  with 
an  intercallary  allograft  reconstruction,  as  it  was  done  in 
our  case.  A marginal  excision  with  at  least  2 to  3 cm.  of 
surrounding  healthy  tissue  most  probably  will  prevent 
recurrence.  If  the  latter  occurs,  further  surgery  should  be 
performed  as  this  tumor  is  totally  benign  and  does  not 
metastasize. 

Case  Report 

This  is  the  case  of  a 55-year  old  white  Puerto  Rican 
male  with  a previous  history  of  non-insulin  dependent 
Diabetes  Mellitus,  treated  with  diet  and  Micronase  5 mg. 
p.o.,  bid.  The  patient  has  had  previous  surgery  for  bila- 
teral hydrocoeles  in  1980  and  incision  and  drainage  of  an 
abscess  in  the  right  foot  in  1986,  at  which  time  Diabetes 
Mellitus  was  diagnosed. 

The  patient  sustained  a fall  with  trauma  to  the  left  knee 
which  produced  marked  pain.  Radiographs  of  the  left 
knee  and  leg,  anteroposterior  and  lateral  views,  were  per- 
formed and  no  evidence  of  fracture  was  found.  The  left 
tibia  disclosed  an  incidental  lesion  in  its  proximal  dia- 
physeal portion. 

The  lesion  was  geographic,  osteolytic  and  predomi- 
nantly central.  The  margins  were  scalloped  and  sclerotic, 
with  cortical  destruction  due  to  irregular  erosion  of  the 
endosteal  cortex  by  the  pushing  edge  of  the  centrally 
located  tumor.  There  was  no  periosteal  reaction  but 
extracortical  extension  of  the  tumor  mass  was  suspected. 
(Figs.  1 and  2) 

The  patient  was  referred  to  the  Orthopedic  Oncology 
Service  of  the  Massachusetts  General  Hospital  where  on 
15  April  1988  a wide  local  excision  was  performed,  after 
diagnostic  incisional  biopsy  and  frozen  section,  of  the 
proximal  tibia  diaphysis  followed  by  an  intercallary 
allograft  reconstruction.  At  the  time  of  surgery  complete 
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Figure  1.  AnCeroposterior  view  of  the  tumor  in  the  proximal  diaphysis  of 
the  left  tibia. 


Figure  2.  Lateral  view  of  the  tumor  in  the  left  tibia.  Notice  the  reactive 
sclerosis  of  bone  to  tumor  extension. 


cortical  destruction  by  the  tumor  was  evident  in  the  pos- 
terior tibia,  thus  the  palpable  protruding  tumor  was  left 
covered  with  adjacent  muscle  and  soft  tissues.  The 
patient  tolerated  the  procedure  very  well  and  was 
discharged  two  weeks  later  with  a flexible  left  lower  extre- 
mity cast.  Twelve  months  postoperatively  the  cast  was 
removed  and  he  is  walking  well  with  the  aid  of  a cane. 

Radiographs  at  present  disclosed  moderately  abundant 
callus  formation  at  both  ends  of  the  allograft.  There  is  no 
radiologic  evidence  of  tumor  recurrence. 

The  resected  tibia  disclosed  the  centrally  located  tumor 
mass  composed  of  grayish-white  and  glistening  tumor 
tissue  abutting  in  a scalloped  fashion  on  the  endostium 
and  producing  marked  thickenning  and  sclerosis  of  the 
cortex  anterolaterally  with  complete  destruction  of  the 
posterior  cortex  by  the  protruding  tumor  which  was  still 
confined  by  the  overlying  periostium.  There  was  an  area 
of  subperiosteal  hemorrhage  which  represents  the  site  of 
the  operative  incisional  biopsy.  The  adjacent  proximal 
and  distal  marrow  space  is  occupied  by  yellowish  white 
rubbery  tissue.  The  margins  of  resection  appear  free  of 
tumor.  (Figs.  3 and  4) 


Figure  3.  Cut  surface  of  tumor  in  proximal  diaphysis  of  left  tibia.  The 
margins  of  resection  are  free  of  tumor. 
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Figure  4.  Close  up  of  the  tumor.  The  hemorrhagic  area  is  the  site  of  the 
intraoperative  biopsy. 


Figure  5.  Notice  the  classical  dense  areas  of  desmoplasia  with  few 
fibroblastic  tumor  cells. 


Microscopically  the  tumor  is  composed  of  numerous 
fibroblastic  cells  with  bland  and  small  nuclei  surrounded 
by  extremely  abundant  desmoplastic  collagenous  stroma. 
The  tumor  margin  pushes  the  endostium  and  extends 
between  some  of  the  bony  trabeculae.  In  the  area  where 
the  cortex  was  totally  destroyed  by  the  tumor,  the  latter 
was  still  confined  by  the  periostium.  (Figs.  5,  6,  7, 
and  8) 

Summary 

A case  of  a primary  desmoplastic  fibroma  of  bone  has 
been  presented  with  a complete  review  of  the  world’s  lite- 
rature on  the  subject.  Our  case  represents  the  one 
hundred  and  twenty  seventh  case  (127th)  reported.  The 
usual  aggressive  local  growth  and  the  classical  radiolo- 
gical and  histological  characteristics  are  very  well 
depicted  in  the  case.  It  represents  the  first  case  of  this 
tumor  of  bone  reported  in  Puerto  Rico.  No  recurrence  is 
evident  twenty  months  after  wide  excision  and  interca- 
Ilary  bone  graft. 


Figure  6.  The  desmoplastic  fibroma  reduced  fbe  cortex  in  this  area  to  a 
narrow  residual  trabecular-like  structure.  The  periosteum  is  intact  at  the 
right  of  the  residual  cortex.  At  the  extreme  right  there  is  normal  adjacent 
fat  and  striated  muscle. 
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Figure  7.  Areas  of  more  cellular  desmoplastic  fibroma  with  the  classical 
small,  slender,  bland  neoplastic  fibroblasts.  A few  small  trabeculae  of 
reactive  new  bone  formation  are  evident. 


Figure  8.  The  Fibroblastic  tumors  eroding  the  endosteum  of  the  tibia. 
Notice  the  tumor  erodes  bone  through  the  activity  of  multinucleated 
osteoclasts  adjacent  to  the  scalloped  Howship’s  lacunas. 
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Case  Presentation  j 

The  Velo-Cardio-Facial 
(Shprintzen)  Syndrome 

Charles  D.  Johnson,  MD,  FACC 
Cruz  Maria  Ceino  Sena,  MD 


he  Velo-Cardio-Facial  Syndrome  (VCFS)  or 
Shprintzen’s  Syndrome,  was  described  first  in 
1968  by  Strong.'  In  1978,  Shprintzen  and  associates 
delineated  and  named  the  syndrome,  which  comprises  a 
characteristic  facies,  a cleft  palate,  learning  disabilities 
and  cardiac  anomalies,  especially  a ventricular  septal 
defect  (VSD).^"^  Several  congenital  heart  defects  have  been 
observed  in  the  syndrome,  the  most  common  being  a 
VSD.^’  3,  5,  6 

Recently,  a classical  case  of  the  syndrome  was  observed 
at  the  Pediatric  Hospital  of  the  University  of  Puerto  Rico 
Medical  School,  who  forms  the  basis  of  this  report  and 
review. 

Case  Description 

This  8-year-old  male  was  born  with  multiple  con- 
genital anomalies,  to  a 22-year-old  female,  at  term,  via 
vaginal  delivery,  weighing  5 lbs,  7 oz.  A patent  ductus 
arteriosus  (PDA)  was  diagnosed  at  15  days  of  age,  and 
intractable  congestive  heart  failure  ensued  at  3 months  of 
age,  with  failure  to  thrive.  A grade  3/6  systolic  murmur 
was  present  at  the  left  sternal  border.  The  electrocardio- 
gram (ECG)  showed  a ST  segment  change  and  possibly 
right  ventricular  hypertrophy,  and  the  chest  x-ray 
showed  mild  cardiomegaly.  The  cardiac  catheterization 
confirmed  a large  PDA  with  mild  pulmonary  hypertension. 
Surgical  ligation  of  the  PDA  was  performed.  The  family 
history  revealed  only  an  unknown  congenital  defect  in  an 
uncle. 

The  child  has  presented  anomalies  of  developmental 
delay  and  mental  retardation,  strabismus,  a cataract 
spastic  diplegia  (tight  adductor  muscles),  urinary  tract 
infection  secondary  to  bilateral  uteroflux,  an  inguinal 
hernia  and  hydrocoele  with  bilateral  cryptorchidism 
(underwent  orchiopexy),  otitis  media,  bronchopneumonia, 
dental  caries,  retrognathia  and  class  II  occlusion,  a 
submucosal  cleft  palate,  a bony  overgrowth  on  an  elbow, 
and  inability  to  talk  and  walk.  His  present  height  is  39.5 
inches  and  weight  39  lbs.  His  present  cardiac  examination 
is  not  remarkable.  An  ECG,  chest  x-ray  and  echocardio- 
gram were  normal.  The  B-S-N  (Sella-Nasion-Basion) 
angle  is  normal.  The  last  chromosomal  study  revealed  no 
abnormality. 

Photographs  of  the  patient  are  shown  in  Figures  1-4. 
Note  the  characteristic  facies  and  the  tiny,  delicate  body 
build. 


UPR  Medical  Sciences  Campus  Medicina,  Pediatric  Hospital,  Section 
of  Pediatric  Dentistry,  GPO  Box  5067,  San  .litan,  Puerto  Rico  00936 
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Discussion 

The  features  of  the  VCFS  are  listed  in  Table  The 
VCFS  patients  all  have  a similar  appearance  and  usually 
differ  in  appearance  from  their  parents.  However, 
Meinecke  et  al  emphasized  clinical  variability  in  the 
syndrome.^  The  VCFS  is  inherited  genetically  probably 
on  an  autosomal  dominant  basis,  with  variable  expression, 
but  X-linked  dominant  inheritance  is  not  excluded. 
Sporadic  occurrences  may  be  due  to  spontaneous 
mutations  or  teratogenic  agents.  Occasionally,  the 
syndrome  is  familial.^’  ^ 

Differential  diagnosis  of  the  VCFS  includes  numerous 
other  conditions  - Table  II. 


Table  I 


Features  of  the  Veio-Cardio-Facial  Syndrome 


Facies  - long,  vertical  narrow  face;  prominent  fleshy  nose  with 
broad  nasal  bridge;  flattened  malar  region  (deficiency): 
retrognathia-class  II  malocclusion,  deep  overbite;  chin 
deficiency;  microcephaly,  facial  dysmorphism,  narrow 
palpebral  fissures,  downslanting;  bluish  surborbital  skin; 
open-mouth  posture;  thin  tip  of  nose,  abundant  scalp  hair. 

Cleft  palate.  Lips  - overt  or  submucosal  cleft  of  soft,  secondary 
palate,  98%  laryngeal  webs. 

Mental  retardation,  mild/moderate  - language  disorder,  secondary 
speech  and  hearing  problems  (conduction,  sensironeural); 
hypotonia  in  infancy;  poor  fine  motor  coordination; 
auricular  anomalies. 

Velopharyngeal  insufficiency  - hypemasality. 

Small  stature  - microsomia;  slender  hands,  hyperextensible  hands 
and  fingers. 

Sella-Nasion-Basion  (BSN)  angulation  high  (normal  131.1°),  Platy- 
basia,  obtuse  angle  of  cranial  base. 

Pierre-Robin  sequence;  umbilical  and  inguinal  hernias,  scoliosis, 
hypospadias,  cryptorchidism,  pyloric  stenosis,  feet  and  toe 
anomalies;  eye  abnormalties  - small  disks,  tortuous  vessels, 
holoprosencephaly;  abnormal  dermatoglyphics,  sleep  apnea, 
sudden  death. 


Table  11 


Differential  Diagnosis  of  the  Vefo-Cardio-Facial  Syndrome 


Pierre  Robin  Syndrome,  Anomalad  (micrognathia,  U-shaped  cleft 
palate,  glossoptosis,  mandibular  hypoplasia;  20%  heart 
defects). 

Stickler  Syndrome  - (cleft  palate,  retrognathia,  short  stature). 

Fetal  Alcohol  Syndrome  - (cleft  palate,  short  stature,  mental 
retardation,  cardiac  anomalies). 

Williams  Syndrome  - (supravalvular  aortic  stenosis,  mental  retar- 
dation, typical  facies). 

Noonan  Syndrome  - (facies,  mental  retardation,  low-set  ears,  low 
hairline,  short  web  neck,  pulmonic  stenosis,  asymmetrical 
septal  hypertrophy,  cardiomyopathy). 

DiGeorge’s  Syndrome  - (facies,  right-sided  aortic  anomalies,  cardiac 
anomalies,  pharyngeal  pouch) 

Treacher-Collins  Syndrome  - (mandibulofacial  dysostosis). 

Myotonic  Dystrophy 

Diastrophic  Dwarfism 

Adenoid  facies 

Orofacial  Clefting  - cleft  lip,  cleft  palate  - plus  cardiac  anomalies- 
1.3-2, 5%  (Tetralogy  of  Fallot,  Patent  ductus  arteriosus, 
coartation  of  aorta,  atrial  and  ventricular  septal  defects, 
persistent  left  superior  yena  cava,  etc). 

Cardiofacial  Syndromes 

Trichorhinophalangeal  Syndrome  (Simian  facies). 
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Congenital  heart  defects  are  a prominent  component 
of  the  VCFS  and  were  present  in  up  to  82%  of  cases  in  one 
report.  Their  incidence  was  greater  in  patients  who  also 
had  a facial  cleft  lip  and/or  cleft  palate.  Table  III  lists  the 
cardiac  defects  that  have  been  observed  in  the 
syndrome.^"^’  “ 


Table  III 


Cardiovascular  Defects  in  the  Velo-Cardio-Facial  Syndrome 


Ventricular  septal  defect 

Right  aortic  arch.  Third  aortic  arch  syndrome  of  cervical  aortic 
arch.  Aberrant  origin  of  left  subclavian  artery. 

Aortic  arch  anomalies.  Vascular  rings. 

Tetralogy  of  Fallot 

Pulmonic  stenosis  - valvular,  infundibular,  peripheral. 

Atrial  septal  defect 

Patent  ductus  arteriosus  Coarctation  of  the  aorta 

Pulmonary  valve  atresia.  Tricuspid  stenosis.  Ventriculo-atrial  defect. 

Cor  triloculare.  Dextrocardia, 

Persistent  left  superior  vena  cava 

Ventricular  septal  defect  plus  atrial  septal  defect 

Prolapse  of  aortic  valve.  Aortic  regurgitation. 

None. 

Congestive  heart  failure.  Bacterial  endocarditis.  Pulmonary 
hypertension. 
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Geriatric  Rehabiiitation* ** 

Herman  J.  Flax,  MD,  FACP»* 


"The  worth  of  a society  can  be  judged  by  how  it  treats  its  old  people" 

Albert  Einstein 

"It  is  not  enough  that  we  add  years  to  life,  we  must  also  add  Ufe  to  years.  ” 

George  Morris  Piersol 


Summary:  Aging  is  not  a disease,  nor  are  there  any 

diseases  exclusive  to  old  age.  There  are  physiological 
changes  that  occur  with  aging  that  lead  to  functional 
impairment  and  eventually  death.  The  geriatric  patient 
usually  has  several  medical  problems  under  treatment  con- 
currently. 

Therapeutic  and  technical  procedures  used  in  the  rehabi- 
litation of  geriatric  patients  are  essentially  the  same  as 
those  used  in  the  general  practice  of  rehabilitation 
medicine. 

Successful  rehabilitation  of  geriatric  patients  requires  a 
cooperative  and  dynamic  involvement  of  all  the  team 
professionals,  patient  and  family. 

Treatment  of  an  elderly  stroke  patient  is  outlined  as  an 
example  of  geriatric  rehabilitation. 

Depending  on  our  genes,  nutrition,  and  phychoso- 
economic  circumstances,  there  are  an  abundance  of 
physiological  changes  that  govern  our  life  span  and 
curtail  our  activity  as  we  grow  older.  Although  not 
desirable,  we  accept  them,  because,  truthfully,  the  only 
other  alternative  gives  us  no  choice.  Since  we  live  in  a 
society,  we  emulate  our  peers,  and  this  is  detrimental  to 
our  health.  Especially,  if  our  friends  and  family  eat  too 
much,  use  alcohol  and  cigarettes  excessively,  don’t 
exercise,  and  in  general,  don’t  pay  too  much  attention  to 


* Presented  at  the  University  of  Santo  Tomas  School  of  Medicine. 
Manila.  The  Philippines.  July  31.  1989  as  Visiting  Professor.  Physical 
Medicine  and  Rehabilitation 

**Chief.  Rehabilitation  Medicine  Service.  1 17-San  Juan  VAMC.  One 
Veterans  Plaza.  San  Juan.  Puerto  Rico.  00927-5800.  U.S.A.  Professor 
Physical  Medicine  and  Rehabilitation.  University  of  Puerto  Rico  School  of 
Medicine. 


risk  factors.  Nevertheless,  the  human  life  span  continues 
to  increase,  and  there  are  many  nations  whose  average 
population  reaches  75  years.  Interestingly,  in  the  most 
highly  developed  countries  today,  the  ratio  of  women/men 
past  75  is  180/100.  There  is  no  question,  if  the  number 
one  killer,  artherosclerosis,  could  be  conquered,  the  ratio 
would  balance  better,  and  we  could  forecast  a life  expec- 
tancy of  85  years. 

Kenny*  has  said,  “Aging  may  be  defined  as  the  sum  of 
all  the  changes  that  occur  in  man  with  the  passage  of  time 
and  lead  to  functional  impairment  and  death.”  He  con- 
tinues, as  Fig.  1 shows,  “Changes  tend  to  fall  in  three 
clusters:  (1)  some  functions,  typically  those  representing 
vegetable  functions  that  do  not  change,  (2)  a cluster 
dominated  by  reduction  in  active  tissue  mass,  and  (3)  a 
cluster  of  ‘reserve’  functions  that  show  a major  decline.” 
The  first  may  be  represented  by  body  temperature  and 
blood  volume;  the  second  by  loss  of  muscle  mass  and 
kidney  weight;  and,  the  third  by  reduction  in  pulmonary 
and  cardiac  reserve.  An  understanding  of  these  physiolo- 
gical changes  becomes  more  important  in  the  prescription 
of  a geriatric  rehabilitation  medicine  program.  No  only  is 
there  the  normal,  general  loss  of  body  functions,  but 
there  are  now  additional  factors,  both  mental  as  well  as 
physical,  related  directly  to  the  cause  and  effect  of  disabi- 
lity that  influence  the  quality  of  life  as  well  as  the  life 
expectancy  of  the  geriatric  patient. 

Fortunately,  men  and  women  are  endowed  with  ample 
reserves  that  can  guarantee  an  ever  increasing  life  span 
provided  we  learn  to  check  the  relentless  physiological 
deterioration  of  our  body  systems  and  overcome  the 
stresses  and  strains  that  produce  psychosomatic  diseases. 
Peace  and  tranquility  are  not  only  utopian  thoughts  for 
philosophers,  but  they  must  become  the  touchstone  for 
future  generations  in  order  to  reach  the  venerable  age  of 
85  years  or  even  more. 

Aging  is  not  a disease,  nor  are  there  any  diseases 
exclusive  to  old  age.  There  are,  of  course,  many  chronic 
diseases  usually  associated  with  the  older  population. 
These  are  generally  the  complications  of  illnesses,  that 
are  associated  with  the  physiological  changes  of  aging. 
Examples  are  hemiplegia,  hip  fracture  and  dementia. 
Another  striking,  preventable  problem,  that  plagues  us 
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Some  anatomical  and  functional  variables  in  a 70-year-old  man.  expressed 
asa  percentage  of  values  in  the  young  adult.  (From  Kenney  RA:  Physiology  of 
aging.  Clin  Geriatr  Med  1985;  1:37-59.  Used  by  permission.) 


all,  is  the  decomposition,  deconditioning,  and  deformi- 
ties found  in  the  elderly  who  have  been  left  alone  to  dete- 
riorate in  bed  following  an  acute  illness. 

A Surgeon  General’s  Workshop  on  Health  Promotion 
and  Aging  held  in  1988^  pointed  out  the  need  for  well- 
designed,  controlled  studies  on  the  effects  of  preventive 
and  rehabilitative  strategies  on  physical  functional  capa- 
cities, injury  risk  and  related  sequelae  in  older  persons. 
These  include  but  are  not  limited  to:  1 . deficits  in  skeletal 
muscle  strength,  2.  deficits  in  gait  speed,  3.  limitations 
in  joint  range  of  motion  and  musculoskeletal  flexibility, 

4.  deficits  in  postural  stability  leading  to  falls,  and 

5.  deficits  in  cardiopulmonary  fitness. 

These  conditions  contribute  to  significant  functional 
limitations.  Survey  data^  suggests  that  15%  of  persons 
aged  75-84  are  unable  to  climb  stairs,  23%  are  unable  to 
walk  half  a mile,  7%  are  unable  to  walk  across  a small 
room,  and  24%  are  unable  to  lift  ten  pounds.  A large 
number  of  otherwise  healthy  older  persons  have  limita- 


tions in  gait  speed  severe  enough  to  prevent  crossing 
street  intersections  before  the  traffic  light  changes.''  Over 
200,000  hip  fractures  in  the  U.S.  each  year  occur  among 
older  persons,  primarily  asa  result  of  osteoporosis  and  an 
increased  risk  of  falling.^ 

The  progression  of  these  physical  and  functional 
deficits  can  lead  to  the  loss  of  independent  living  and 
increased  risk  of  injury.  Also,  when  these  physical  deficits 
are  combined  with  undesirable  social,  behavioral  or 
environmental  conditions,  the  risk  for  injury,  especially 
falls,  rises.  These  deficits  are  responsible  for  a large  share 
of  the  needs  for  long-term  care  and  also  contribute  to 
significant  morbidity  from  injury  and  other  consequences 
of  activity  limitation. 

There  is  some  evidence  to  indicate  that  several  of  these 
physical  deficits  in  older  persons  can  be  prevented  or 
reversed  using  rehabilitation  measures.  For  example,  a 
study  published  in  1984^  indicates  that  exercise  regimes 
can  improve  strength  and  mobility  in  older  persons. 
Another  study’  suggests  that  exercise  programs  may 
retard  the  rate  of  age-related  bone  loss,  increase  cardiac 
fitness  and  improve  glucose  tolerance  in  older  adults. 

While  the  contribution  of  physical  deficits  to  the  risk  of 
falling  and  related  injuries  is  evident,  there  are  also  envi- 
ronment and  behavioral  factors  involving  the  older 
patient  and  his  family  that  must  be  recognized.  Previous 
research  suggests  that  a significant  number  of  falls  in  the 
elderly  could  have  been  avoided  by  removing  environ- 
mental hazards,  e.g.,  loose  rugs,  unstable  furniture, 
poorly  lighted  areas,  unsafe  stairways.  Even  if  environ- 
ments are  safe,  lack  of  awareness  of  injury  risk  associated 
with  reduced  physical  capacities  and  imprudent  risk 
taking  can  increase  falling  and  injury  risk  in  the  physi- 
cally impaired  geriatric  patient.  Conversely,  olderpeople 
may  respond  to  changing  physical  capabilities  with  a fear 
of  falling,  leading  to  restrictions  in  physical  and  social 
activities,  increased  dependence  on  others,  and  reduced 
quality  of  life.*^  ® 

The  therapeutic  and  technical  procedures  used  in  the 
rehabilitation  of  geriatric  patients  are  essentially  the  same 
as  those  used  in  the  general  practice  of  rehabilitation 
medicine.  The  examining  physician  must  be  cognizant  that 
the  elderly  usually  have  multiple  medical  problems  and 
adjust  the  rehabilitation  program  accordingly.  The 
normal  physiological  loss  of  functions,  especially  cardio- 
pulmonary and  musculoskeletal,  may  limit  the  thera- 
peutic procedures  and  prolong  the  time  of  treatment,  but 
these  patients  do  achieve  their  rehabilitation  goals  with 
good  results.  Procedures  must  be  carefully  explained  in 
accord  with  the  proposed  goals,  and  the  staff  must  make 
sure  that  the  patient  understands  each  successive  step  in 
the  rehabilitation  program.  The  staff  must  be  informed  of 
the  medical  restrictions  to  treatment  and  should 
constantly  observe  the  patients  for  any  unwarranted 
complications  that  might  interfere  with  progress.  Older 
persons  become  confused  easily  and  do  not  cooperate, 
especially  if  they  do  not  understand  the  scope  of  therapy, 
and  if  these  procedures  produce  pain  or  discomfort. 
Finally,  it  is  essential  to  integrate  rehabilitation  modali- 
ties early  into  the  therapeutic  regime  and  not  wait  until 
the  patient  has  been  left  with  multiple  physical  defects 
secondary  to  activity  limitation,  even  though  the  acute 
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medical  problem  has  been  resolved. 

Modern  medical  technology  tends  to  dehumanize 
patient-physician  relationships,  especially  in  the  geriatric 
patients  with  chronic  debilitating  diseases  that  take  up 
too  much  time  and  require  prolonged  rehabilitation 
medicine  services.  The  physiatrist  must  become  concerned 
with  the  clinical,  psycho-social,  and  familial  aspects  of 
the  geriatric  patient  in  order  to  prepare  a successful 
medical  rehabilitation  program.  Above  all,  the  physia- 
trist must  be  a good  listener  and  pay  attention  to  each  and 
every  complaint.  Only  by  listening,  observing,  and 
evaluating  patients  frequently,  are  you  able  to  pick-up 
problems  related  to  poor  vision  or  hearing,  drug 
overdose,  poor  nutrition,  and  early  signs  of  depression. 

The  older  patient  is  fearful  of  his  disease  and  even  more 
afraid  of  dying.  The  entire  rehabilitation  team  must  offer 
encouragement  and  instill  hope  at  all  times.  Therefore,  it 
is  important  to  start  with  simple  short-term  goals  that  are 
easily  attainable  in  order  to  stimulate  the  patient.  As  soon 
as  possible,  it  is  essential  to  involve  the  family  members  in 
the  patient’s  care.  They  must  understand  the  disease  and 
its  prognosis,  be  fully  of  aware  of  all  the  body  limitations 
and  cognizant  of  the  staff’s  expectations.  The  family  must 
be  taught  to  be  very  patient,  not  to  help  patients  do  things 
they  have  been  taught  to  do  for  themselve,  not  to  baby  or 
to  feel  sorry  for  them,  and  always  to  inspire  hope. 

Successful  rehabilitation  of  the  geriatric  patient 
requires  a cooperative  and  dynamic  involvement  of  all 
the  team  professionals.  The  physician  points  out  the  limi- 
tations imposed  by  the  patient’s  diseases  and  the 
consequences  of  these  diseases  in  addition  to  the  loss  of 
functions  in  the  involved  and  other  body  systems  related 
to  the  age  factor.  The  nurse  briefs  the  team  about  medica- 
tion, bowel  and  bladder  habits,  hygiene,  feeding,  social 
integration  and  other  nursing  routines  in  the  ward.  The 
physical  therapist  provides  objective  measurements  of 
muscle  strength  and  range  of  joint  motion,  the  baseline 
for  measuring  improvement  of  the  musculoskeletal 
system.  The  occupational  therapist  reports  on  sight  and 
hearing  as  well  as  propioception  sense,  on  the  functional 
ability  of  the  musculoskeletal  tract,  but,  more  important, 
supplies  an  objective  measurement  of  the  ability  of  the 
patient  to  perform  the  functional  activitiesof  daily  living. 
The  social  worker  contacts  the  family,  ascertains  the 
social  and  economic  conditions  and  reviews  the  home 
environment.  The  psychologist  evaluates  the  mental 
status  and  tells  us  whether  the  patient  is  educable.  The 
nutritionist  prepares  a diet  if  necessary;  the  prosthetist, 
an  artificial  limb;  and  the  orthotist,  splints  or  braces. 
Other  ancillary  medical  specialists  are  consulted  as 
needed,  the  speech  pathologist  and  the  audiologist  as  well 
as  additional  medical-surgical  specialists.  After  the 
patient  has  been  studied  completely,  an  initial  evaluation 
meeting  is  held  by  the  team,  and  a rehabilitation  medicine 
prescription  is  written,  taking  into  consideration  the 
physical  and  emotional  limitations  produced  by  the 
disease  and  its  consequences  and  the  physiological  func- 
tional losses  of  aging.  Short-term  goals  are  formulated, 
and  provisional  long-term  goals  are  conceived  in  accord 
with  the  actual  state  of  health,  medical  prognosis,  and 
past  experience  of  the  team  members. 


The  Rehabilitation  Medicine  Prescription 

One  week  ago,  a 60  year  old  male,  suffered  a cerebral 
vascular  accident  (CVA)  from  a thrombosis  of  the  left 
medial  cerebral  artery  that  has  left  him  with  a right  hemi- 
plegia and  hemianesthesia,  a homonymous  hemianopsia, 
and  a motor  aphasia.  He  has  diabetes  mellitus  with 
hypertension,  artherosclerosis  and  benign  prostatic 
hypertrophy. 

The  patient  has  been  evaluated  by  the  members  of  the 
rehabilitation  team,  and  we  are  now  ready  to  write  a reha- 
bilitation medicine  prescription.  I have  selected  “stroke” 
as  our  example,  because  this  disease  is  the  leading  cause 
of  neurological  disability  in  the  U.S.  A.  and  is  also  a major 
cause  of  long-term  disablement.  It  presents  an  impedi- 
ment, paralysis  of  an  extremity,  sometimes  aphasia;  a 
disability,  involvement  of  multiple  body  systems,  brain, 
vision,  muscles,  speech;  and,  a handicap,  changes  in 
socioeconomic  circumstance  that  disadvantage  the 
patient  in  the  home,  community  and  place  of  employment. 

The  short-term  rehabilitation  goals  are:  1.  Prevention 
of  deconditioning,  2.  Prevention  of  contractures, 

3.  Improve  sitting  and  standing  balance. 

Long-term  goals  are:  1 . Ambulation  with  or  without  a 
brace,  2.  Independence  in  self-care,  the  functional  activi- 
ties of  daily  living:  hygiene,  dressing,  feeding,  communi- 
cation, with  or  without  adaptive  equipment  or  assistance. 
Vocational  Rehabilitation. 

After  deliberation,  the  team  prepared  the  following 
prescription,  which  was  countersigned  by  all  the 
members  of  the  team: 

1.  The  nurse  will  oversee  proper  bed  posture  to 
prevent  drop-foot  by  resting  the  right  foot  flat  against  a 
foot-board  in  bed,  placing  sand  bags  along  the  outside  of 
the  thigh  and  leg  to  prevent  external  rotation  of  the  right 
lower  extremity,  support  the  right  arm  in  abduction  and 
external  rotation  by  means  of  pillows  and  place  the  hand 
above  the  level  of  the  heart  to  prevent  edema  and 
grasping  a bandage  roll  to  stimulte  propioception. 

2.  The  physical  therapist  will  provide  passive  range  of 
motion  to  the  paralyzed  extremities  by  carrying  each 
joint  through  complete  range  of  motion.  At  the  same 
time,  she  will  stimulate  function  by  focusing  the  patient’s 
attention  on  the  paralyzed  segments.  The  physical 
therapist  also  works  to  develop  strength  in  the  uninvolved 
extremities  through  active,  resistive  exercises,  so  they  can 
begin  to  substitute  for  the  lost  functions.  These  activities 
are  associated  with  sitting  balance,  wheelchair  transfers 
from  bed  to  wheelchair  and  viceversa,  standing  balance 
and,  ultimately,  ambulation.  Walking  follows  and 
includes,  as  necessary,  stairs,  ramps,  rough  ground,  and 
public  transportation.  The  physical  therapist  teaches  the 
patient  and  the  family  stretching  maneuvers  and  excer- 
cises  to  prevent  contractures  and  deformities  of  the 
joints,  especially  the  shoulder,  wrist,  fingers,  hip  and 
ankle. 

3.  The  occupational  therapist  will  develop  the  patient’s 
independence  in  the  functional  activities  of  daily  living: 
personal  hygiene,  dressing,  writing,  eating  and,  as 
necessary  and  appropriate,  homemaking  and  possibly 
driving  skills.  Adaptive  equipment  may  be  used  when 
necessary  and  suggestions  made  regarding  home  modifi- 
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cations  to  encourage  independence.  The  occupational 
therapist  prepares  splints  for  the  hand  and  wrist  as 
necessary  to  prevent  contractures  and  assist  hand 
function. 

4.  The  clinical  psychologist  is  requested  to  evaluate 
the  patient’s  intellectual  ability  and  his  capabilities  for 
learning  and  possible  reincorporation  into  employment, 
either  his  old  job  or  in  a new  endeavor.  Although  all 
members  of  the  rehabilitation  team  can  provide  some 
insight  into  alterations  of  cerebral  function,  it  is  the 
psychologist  who  certifies  this  capacity. 

5.  The  social  worker  is  asked  to  keep  the  patient’s 
family  congnizant  and  involved  in  the  patient’s  rehabili- 
tation program  and  the  team  informed  of  the  home 
environment  and  socioeconomic  benefits  available  to  the 
patient.  The  social  worker  is  the  liaison  between  the 
family  and  the  rehabilitation  staff  and  is  most  helpful  in 
arranging  for  the  discharge  and  follow-up  at  home. 

6.  If  the  patient  requires  braces,  shoe  modifications  or 
metal  splints,  these  are  ordered  from  the  orthotist,  who 
takes  the  measurements  and  manufactures  the  device  in 
accord  with  the  physiatrist’s  prescription. 

7.  Since  our  patient  is  a diabetic,  a special  diet  is 
necessary.  Once  a total  caloric  value  has  been  decided, 
the  nutritionist  is  called  in  to  prepare  a diet,  which  should 
be  simple  and  flexible  for  this  60  years  old  man. 

8.  The  speech  therapist  is  an  important  member  of  the 
rehabilitation  team  for  this  patient  who  cannot  speak. 
The  therapist  diagnoses  the  type  of  aphasia  and  provides 
a specific  program  of  speech  therapy.  In  addition,  the 
family  members  receive  instruction  in  procedures  to 
assist  the  patient  in  recovery  of  speech. 

9.  In  our  society,  it  is  the  rare  elderly,  handicapped 
patient  who  will  require  the  services  of  a vocational 
counsellor  since  most  become  pensioned  and  do  not 
return  to  gainful  employment.  In  so  far  as  possible,  the 
rehabilitation  team  stimulates  the  self-employed,  be  they 
farmers  or  shop  keepers,  to  return  to  their  jobs.  If  this  is 
possible,  the  social  worker  makes  contact  with  the 
employer  and  personnel  official. 

10.  The  family  participates  in  the  preparation  of  the 
prescription  through  contact  with  the  physiatric,  social 
worker,  nurse,  and  physical  and  occupational  therapists. 
The  input  of  the  family  and  their  cooperation  is  very 
important  in  the  total  management  of  the  patient. 

11.  Consultation  with  other  specialists  is  necessary. 
For  this  patient,  a visit  to  the  opthalmologist  and 
urologist  is  in  order,  and  their  respective  recommendations 
are  incorporated  into  the  overall  treatment  program. 

As  additional  problems  arise,  the  therapeutic  regime  is 
modified  to  accomodate  them.  Rehabilitation  Medicine 
is  without  a doubt  a problem-oriented-medical  program. 
If  there  are  no  emergencies  or  complications,  the  team 
1 reevaluates  the  patient  every  two  weeks,  at  which  time  a 
complete  progress  note  is  written  by  each  team  member. 
At  this  time,  the  rehabilitation  prescription  is  altered  in 
i accord  with  the  new  findings  until  the  patient  is  ready  for 
discharge.  The  final  prescription  includes  written  instruc- 
tions for  the  patient  and  the  family  in  order  to  continue 
with  the  activities  and  exercises  at  home.  If  the  patients  is 
' unable  to  return  to  the  hospital  for  follow-up,  a nurse 


and/or  a physical  therapist  will  visit  the  home  to  check 
the  patient  as  necessary,  at  least  once  every  two  or  three 
weeks,  on  the  Hospital-Based-Home-Bound  Program. 

This  is  the  extent  of  therapy  offered  by  the  Rehabili- 
tation Medicine  Service  of  the  San  Juan  Veterans 
Administration  Hospital  in  Puerto  Rico  for  a stroke 
patient.  We  treat  our  elderly  patients  with  a large  dose  of 
tender  loving  care  as  we  maximize  their  abilities  and  add 
life  to  their  remaining  years. 


Resumen:  El  envejecimiento  no  es  una  enfermedad  y 

no  existen  enfermedades  exclusivas  a la  vejez.  Ocurren 
cambios  fisiológicos  asociados  con  el  envejecimiento  que 
conducen  a restricciones  funcionales  y eventualmente  a la 
muerte.  El  paciente  geriátrico  está  recibiendo  tratamiento 
médico  por  muchos  padecimientos  a la  vez. 

Los  procedimientos  técnicos  y terapéuticos  utilizados  en 
la  rehabilitación  de  pacientes  geriátricos  son  esencialmente 
los  mismos  utilizados  en  la  rehabilitación  de  los  pacientes 
en  la  práctica  general. 

Para  una  rehabilitación  geriátrica  exitosa  se  requiere  la 
compenetración  dinámica  y cooperadora  del  equipo  profe- 
sional, del  paciente  y de  la  familia. 

El  manejo  de  un  paciente  de  edad  avanzada  con  un  acci- 
dente cerebrovascular  es  un  vivo  ejemplo  de  lo  que  repre- 
senta la  rehabilitación  geriátrica. 
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Peptic  Ulcer  in  Puerto  Rico* 


F.G.  Irwin,  MD,  FACS 
A.  Mejia  Casals,  MD 


It  is  common  knowledge  that  gastric  and  duodenal 
ulcers  are  common  in  Puerto  Rico.  It  is  the  purpose 
of  this  paper  to  analize  150  cases  of  ulcer  hospitalized  in 
the  Presbyterian  Hospital  over  the  past  13  years  to 
determine  the  frequency  of  the  disease,  its  complications 
and  its  problems  of  treatment. 

In  22,490  admissions  from  1925  to  1938  there  were  150 
cases  diagnosed  by  x-ray,  surgery  or  autopsy  as  having 
gastroduodenal  ulcerative  disease,  an  incidence  of  0.6%. 
In  a similar  period  the  incidence  of  appendicitis  was  1.7% 
and  of  gallbladder  disease  1%.  Of  the  150  cases,  126  were 
male  and  24  female,  a ratio  of  4 to  1.  In  series  of  ulcer 
patients  reported  in  the  United  States  the  ratio  of  male  to 
female  is  also  4 to  1 or  5 to  1. 

Classified  as  to  economic  status  and  occupation,  64 
were  laborers,  60  were  skilled  and  unskilled  tradesmen 
such  as  barbers,  chauffeurs,  small  shop  keepers  and  so 
on,  and  26  were  professional.  One  hundred  and  ten  were 
charity  and  40  were  private  or  semi-private  patients. 

The  average  age  on  admission  was  37  years.  The  oldest 
patient  was  76  years,  the  youngest  was  3 days  old.  One 
hundred  twenty-four  were  white,  19  were  black  and  7 
were  mulatos. 

Etiological  Factors 

The  cause  of  ulcer  is  unknown.  Many  theories  have 
been  advanced,  but  none  is  adequate.  It  is  not  the  scope  of 
this  paper  to  discuss  these  theories.  There  seems  to  be 
general  agreement  that  three  factors  play  important  parts 
in  peptic  ulcer  formation.  1)  The  inherited  tendency  to 
form  ulcers  (ulcer  diathesis),  2)  The  tissue  susceptibility 
to  ulceration,  3)  Increased  gastric  acidity. 

No  statistics  are  available  in  Puerto  Rico  on  the 
inherited  tendency  to  form  gastric  or  duodenal  ulcers. 
The  family  histories  were  poorly  taken  in  our  series  of 
patients.  Only  6 patients  gave  histories  of  other  members 
of  the  family  having  ulcers.  We  are  certain  that  the  family 
history  is  more  often  positive  on  this  point.  The  Spanish 
are  characterized  in  literature  at  least  as  having  a high 
strung,  nervous,  quick  temperament  and  if  this  is  true  a 
high  incidence  of  ulcer  would  be  expected  in  people  of 
this  lineage.  Lack  of  proper  vitamin  intake  is  thought  to 
be  related  to  tissue  susceptibility  to  ulceration.  McCarrison 
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comments  on  the  low  incidence  of  ulcer  in  Northern 
India,  in  contrast  to  the  high  incidence  in  Southern  India. 
He  blames  the  diet  deficient  in  vitamines  in  Southern 
India  for  the  high  ulcer  incidence.  Evidence  of  vitamin  B 
deficiency  is  not  uncommon  in  the  poor  class  in  Puerto 
Rico. 

Other  etiological  factors  predisposing  to  ulcer  forma- 
tion are  economic  insecurity,  worry,  tobacco,  coffee  and 
alcohol.  There  is  plenty  of  economic  insecurity  and  worry 
among  the  charity  ward  type  of  patients.  Tobacco  and 
coffee  are  widely  used,  alcohol  less  so.  Troutt  says  that 
the  incidence  of  ulcer  in  the  United  States  Army  is  7.7% 
but  in  Hawaii  it  is  28%  in  the  same  group.  He  blames 
poor  liquor  and  excessive  smoking  for  the  increase.  Ulcer 
is  rare  in  primitive  races.  An  exception  to  this  is  Abysinia 
where  it  is  common  due  to  the  liberal  use  of  red  pepper. 
Finally,  it  isapparent  then  that  peptic  ulcershould  be  and 
in  fact  is  common  in  Puerto  Rico,  in  view  of  the  above 
observations  on  race,  economic  factors,  and  the  use  of 
stimulats. 

Symptomatology 

The  diagnosis  of  gastric  and  duodenal  ulcer  is  not 
difficult.  Based  on  an  accurate  history,  x-rays,  gastric 
analysis  and  gastroscopy  it  is  highly  accurate. 

The  average  duration  of  symptoms  in  this  series  was 
4.7  years  with  wide  variations  between  22  years  and  a few 
months.  In  classifying  symptoms,  three  main  types  of 
ulcer  history  are  recognized.  The  pain-food-ease  sequence 
or  regular  history  was  obtained  from  63  patients.  There 
were  63  more  who  gave  an  irregular  history  of  pain  not 
definitely  associated  with  food  intake.  The  remaining  24 
patients  gave  vague  symptoms  of  indigestion  heartburn, 
heaviness,  flatulence,  etc. 

The  physical  examination  reveals  little  in  ulcer 
patients.  However,  80  or  slightly  more  than  half  of  our 
patients  had  tenderness  in  the  upper  abdomen.  Thirty- 
two  patients  had  high  acid  curves  over  100  degrees,  69 
had  acid  values  between  50  to  100,  and  26  had  low  acid 
curves.  Only  4 had  achlorhydria.  The  stools  of  43  were 
positive  for  blood,  57  were  negative  and  50  were  not 
examined. 


Treatment 

The  treatment  of  gastro-duodenal  ulceration  and  its 
complications  has  become  well  standardized.  In  the 
United  States  Balfour  and  Eusterman  state  that  70%  of 
the  cases  can  be  cured  by  medical  treatment  alone.  Means 
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says  that  peptic  ulcer  remains  a medical  problem  from  the 
time  the  ulcer  is  discovered  until  the  death  of  the  patient. 
In  our  series  96  were  treated  medically  and  59  came  to 
surgery.  Sippy  diet,  alkaline  powders  and  sedatives 
remain  the  best  agents  in  medical  treatment. 

The  indications  for  surgery  are:  1)  perforation, 
2)  pyloric  obstruction,  3)  bleeding,  4)  chronicity, 

5)  economic  factors.  The  last  one  assumes  great  impor- 
tance in  Puerto  Rico.  In  comparison  to  figures  from  the 
United  States  and  Central  Europe  the  incidence  of 
perforation  in  very  low  in  Puerto  Rico. 

In  five  years  at  the  Presbyterian  Hospital  we  had  not 
seen  a case  of  rupture  until  this  September  when  two 
cases  came  in  the  same  week.  In  this  series  there  were 
5 perforations,  an  incidence  of  33%.  Eliason  and  Ebeliny 
from  Philadelphia  reported  an  incidence  of  10%  in  729 
cases.  Brown  reported  1 1%  perforations  in  886  ulcer 
cases.  Thompson  from  Los  Angeles  reports  in  1 ,958  ulcer 
cases  an  incidence  of  19.6%  or  one  in  5 perforating.  In 
comparison  an  incidence  of  3.3%  seems  low  indeed.  No 
explanation  of  this  observation  can  be  given.  In  my  expe- 
rience duodenal  ulcer  in  Puerto  Rico  has  more  of  a ten- 
dency to  scarring,  chronicity  and  healing  than  to  acute 
forms  which  perforate. 

Of  the  5 perforations  4 were  in  males,  1 female.  Four 
were  diagnosed  and  subjected  to  surgery,  3 of  these  were 
early  cases  operated  on  within  4 hours  with  no  fatality. 
One  woman  gave  a 2-day  history  before  operation  and 
died  of  peritonitis.  The  fifth  patient  was  a boy  10  years 
old  with  acute  cerebral  malaria  who  perforated  12  hours 
before  death.  He  was  unconscious  on  admission  and  the 
surgical  nature  of  his  late  complication  was  missed. 

We  believe  that  simple  closure  of  the  perforation  with 
no  attempt  to  clean  the  peritoneal  cavity  and  no  drainage 
gives  the  best  chances  for  recovery. 

Dr.  Rolenson  in  1932  in  the  “Boletin”  reported  5 cases 
of  perforation  over  a 5-year  period,  two  at  the  School, 
two  at  Clinica  Santurce  and  one  at  Municipal  Hospital. 
He  did  not  state  the  incidence  of  perforation  to  total  ulcer 
cases  admitted  in  any  of  the  3 clinics.  Of  his  5 cases  two 
died,  a mortality  of  40%.  The  mortality  from  perforation 
reported  by  49  authors  in  1 ,940  cases  in  the  United  States 
was  25%.  Twenty-six  authors  reported  3121  cases  from 
European  countries  with  22.6%  of  deaths.  The  time 
factor  between  perforation  and  surgical  intervention  is  in 
direct  proportion  to  the  mortality. 

Twenty-nine  of  the  150  cases  showed  evidence  of 
pyloric  obstruction,  due  to  edema,  spasm  or  scar  tissue. 
This  group  respond  very  favorably  to  gastro-enterostomy. 

Frank  hemorrhage  occurred  in  22  cases.  Two  of  these 
patients  died  from  the  hemorrhage.  One  of  these  was  a 
newborn  baby  with  vomiting  of  blood  and  bloody  stools. 
On  the  3rd  day  of  life  it  died  and  an  acute  duodenal  ulcer 
with  erosion  of  an  artery  was  found  at  autopsy.  All  were 
treated  by  the  starvation  method.  Menlengracht,  has 
recently  revolutionized  the  treatment  of  bleeding  peptic 
ulces.  He  believes  in  feeding  them  generously.  In  this  way 
he  has  reduced  the  mortality  to  1%  in  300  cases,  whereas 
Christiansen,  in  the  same  city,  had  289  bleeding  cases 
treated  by  the  old  starvation  method  with  7.9%  deaths. 

The  mortality  from  hemorrhage  in  patients  over  50  is 
much  greater  (9  times)  than  in  patients  under  50 — due 


supposedly  to  difference  in  elasticity  of  the  bleeding 
vessels.  Surgical  indications  then  in  bleeding  are:  for 
elderly  patients,  for  severe  hemorrhage  occurring  while 
patients  are  under  treatment  for  hemorrhage,  and  multi- 
ple hemorrhages.  The  bleeding  situation  met  in  peptic 
ulcer  calls  for  all  the  surgical  judgment  at  the  surgeon’s 
command.  The  surgical  mortality  is  from  10  to  27%. 

The  economic  factor  looms  large  on  the  local  horizon 
in  ulcer  treatment.  With  milk  1 8 cents  a quart  and  cream 
40  cents  a half  pint,  the  average  laborer  finds  it  impossible 
to  follow  the  diet.  In  view  of  the  average  diet  available  to 
the  poor  class  of  patients,  we  believe  surgery  aimed  at 
reducing  gastric  acidity  offers  the  best  chance  for  the 
laboring  man  in  the  island  in  spite  of  the  fact  that  gastro- 
enterostomy offers  only  60-70%  cures  and  marginal 
ulcers  occur  up  to  10%.  At  this  hospital  we  inquire  of  all 
ulcer  patients  a frank  statement  as  to  their  chances  of 
obtaining  adequate  medical  diet,  and  advise  surgery  if  it 
is  not  obtainable. 

Surgery 

In  our  series  of  59  ulcer  cases  operated  on,  gastro- 
enterostomy was  done  43  times  and  resection  10  times. 
Ulcer  surgery  requires  individualization  of  patients  more 
than  any  other  type  of  surgery.  The  procedure  best 
adapted  to  the  patient’s  needs  often  must  be  decided 
upon  only  after  the  abdomen  is  opened. 

There  seems  to  be  a growing  trend  toward  subtotal  gas- 
trectomy in  ulcer  surgery  with  the  end  in  view  of  excising 
the  acid  secreting  portion  of  the  stomach.  Certainly,  in 
secondary  operations  and  in  the  younger  with  very  high 
acid  curves  it  is  the  procedure  of  choice.  Gastro- 
enterostomy is  most  applicable  in  obstruction  cases  and 
in  the  elderly  individual  with  low  acid  values.  In  this 
country  where  gastric  surgery  is  well  tolerated  and  where 
post  operative  ulcer  diet  is  out  of  the  question,  the  more 
radical  surgery  of  gastric  resection  should  give  the  best 
results  in  the  long  run  in  the  hands  of  competent  sur- 
geons. 

In  this  series  of  cases  the  operative  mortality  is  distres- 
singly high.  There  were  8 surgical  deaths  in  59  opera- 
tions. The  causes  were  as  follows:  Pneumonia  2, 
peritonitis  2,  hemorrhage  1,  shock  2,  and  obstruction 

1.  Six  deaths  were  in  the  first  8 years  of  the  13-year 
period  covered  in  this  report.  Two  deaths  only  have 
occurred  in  the  last  5 years. 

Conclusions 

1 .  — Gastric  and  duodenal  ulcerative  disease  is  common 
in  Puerto  Rico. 

2.  — The  complication  of  perforation  is  rare  whereas 
hemorrhage  and  obstruction  are  common. 

3.  — The  economic  factor  plays  a large  part  in  the 
selection  of  cases  for  surgical  intervention. 

4.  — Menlengrachts  treatment  of  feeding  bleeding 
ulcers  should  be  given  more  attention  and  trial. 

5.  — Subtotal  gastric  resection  should  be  more  widely 
used  in  Puerto  Rico  because  of  its  higher  incidence  of 
cures  and  because  it  deals  more  effectively  with  theelimi- 
nation  of  acid;  and  essential  factor  for  patients  unable  to 
obtain  adequate  medical  treatment  post-operatively. 
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Es  una  sorpresa  grata  el  que  se  me  haya  pedido 
comentar  sobre  el  artículo  de  epígrafe,  ya  que  como 
dijo  Dante;  “recordar  es  vivir.”  Los  autores  de  este 
artículo  fueron  el  Dr.  Glenn  G.  Irwin  y Alberto  Mejía 
Casals  (QEPD)  ambos  muy  conocidos  por  mí,  especial- 
mente Alberto,  destacado  médico  y compañero  íntimo  en 
la  Facultad  Médica  del  Hospital  Auxilio  Mutuo  por  más 
de  30  años.  El  doctor  Irwin  vino  a Puerto  Rico  en  el  1935 
como  Director  Médico  y Cirujano  Jefe  del  entonces  ya 
famoso  Hospital  Presbiteriano  a sustituir  al  Dr.  Galbreath 
quien  por  muchos  años  ocupó  esa  posición  y quien  fue 
uno  de  los  médicos  más  queridos  en  Puerto  Rico  especial- 
mente por  la  clase  de  escasos  recursos.  El  Dr.  Irwin 
acababa  de  terminar  una  Residencia  en  Cirugía  en  el 
famoso  Hospital  Barnes  de  San  Luis,  Missouri. 

En  este  trabajo  los  autores  hacen  un  repaso  de  150 
pacientes  con  úlcera  péptica  encontradas  en  una  casuís- 
tica de  22,190  enfermos  ingresados  al  Hospital  Presbite- 
riano desde  1925  al  1938,  lo  cual  nos  indica  que  ya  en  esos 
años  dicho  hospital  tenía  un  buen  departamento  de 
expedientes  médicos.  Los  150  pacientes  estudiados 
fueron  diagnosticados  por  estudios  radiológicos,  cirugía 
o autopsias.  Estas  últimas  fueron  practicadas  en  su  gran 
mayoría  por  el  Dr.  E.  Koppisch,  Patólogo  en  Jefe  de  la 
extinta  Escuela  de  Medicina  Tropical  y que  por  muchos 
años  fue  el  único  patólogo  en  Puerto  Rico  e Islas 
Vírgenes. 

En  esos  años  el  diagnóstico  radiológico  de  la  úlcera 
péptica  dejaba  mucho  que  desear  y solamente  se  diagnos- 
ticaban los  casos  más  crónicos  y avanzados,  por  lo  tanto 
es  muy  posible  que  un  porciento  de  pacientes  con  úlcera 
péptica  no  fueran  diagnosticados  correctamente.  Hoy  en 
día  se  acepta  que  la  endoscopía  es  el  método  más  preciso 
para  diagnosticar  úlcera  péptica. 

El  hecho  de  que  de  los  150  pacientes  estudiados  110 
fueran  de  la  clase  pobre  nos  indica  la  gran  obra  que 
llevaba  a cabo  el  Hospital  Presbiteriano  en  esos  años  en 
beneficio  de  la  población  indigente  de  Puerto  Rico.  La 
etiología  de  la  úlcera  péptica  mencionada  en  el  trabajo  es 
tan  válida  hoy  en  día  como  en  1938  cuando  se  presentó 
este  trabajo  en  la  convención  anual  de  la  Asociación 
Médica  de  Puerto  Rico. 

Los  autores  mencionan  que  la  historia  médica  familiar 
no  fue  adecuada  y lo  sigue  siendo  todavía.  En  relación 
con  el  diagnóstico  de  la  úlcera  péptica  los  autores 
mencionan  que  una  historia  médica  precisa,  los  estudios 
radiológicos,  el  quimísmo  gástrico  y la  gastroscopía  son 


altamente  efectivos.  De  estos,  la  endoscopía  es  la  de  más 
ayuda  pero  en  esos  años  el  gastroscopio  semi-rígido  de 
Schindler  solamente  podía  visualizar  parte  de  la  cavidad 
gástrica  y por  lo  tanto  las  úlceras  duodenales,  que  eran  las 
más  frecuentes,  no  podían  ser  visualizadas  así  como 
tampoco  muchas  de  las  úlceras  gástricas. 

En  los  años  comprendidos  por  este  trabajo  la 
gastroscopía  no  era  utilizada  en  Puerto  Rico.  Fue  el 
Dr.  Angel  Rodríguez  Olleros,  Médico  Español  exilado 
quien  tenía  experiencia  adquirida  en  Alemania  y en 
España  en  esta  disciplina  quien  consiguió  que  el 
Dr.  Juan  Antonio  Pons,  primer  Director  Medico  del 
Hospital  Universitario  de  la  Escuela  de  Medicina 
Tropical,  comprase  el  gastroscopio  semi-rígido  de 
Schindler  para  hacer  estudios  gastroscópicos  en  los 
pacientes  con  esprú  tropical.  Yo  fui  el  que  ayudé  al 
Dr.  Rodríguez  Olleros  y fue  tanto  el  interés  despertado 
en  mi  que  me  traslade  al  Hospital  Billings  de  la  Facultad 
de  Medicina  de  la  Universidad  de  Chicago  en  el  1939  a ser 
ayudante  principal  del  Dr.  Schindler.  Con  el  aprendí  a 
estudiar  el  interior  de  la  cavidad  gástrica  y a diagnosticar 
macroscópicamente  las  distintas  condiciones  patológicas 
que  afectan  el  estómago.  En  esa  época  no  se  podían 
obtener  biopsias  por  el  gastroscopio. 

El  endoscopio  flexible  que  se  viene  utilizando  más  y 
más  desde  hace  30  años  ha  permitido  el  poder  llevar  a 
cabo  un  estudio  más  minucioso  del  esófago,  estómago, 
duodeno  y del  intestino  delgado.  Este  instrumento 
permite  la  obtención  de  biopsias  múltiples  y de  secre- 
ciones que  ayudan  al  patólogo  a determinar  la  etiología 
de  la  lesión  observada. 

En  cuanto  a tratamiento,  ha  habido  un  gran  avance 
durante  los  últimos  años.  Los  autores  mencionan  que 
Balfour  y Eusterman  (de  la  famosa  Clínica  Mayo)  infor- 
maron que  el  70%  de  las  úlceras  pépticas  se  podían  curar 
con  tratamiento  médico  solamente.  Means  sinembargo, 
según  los  autores  decía  que  la  úlcera  péptica  seguía 
siendo  un  problema  médico  desde  establecerse  el  diag- 
nóstico hasta  la  muerte  del  enfermo,  con  lo  cual  muchos 
estamos  de  acuerdo. 

Los  autores  mencionan  el  uso  de  la  famosa  dieta  Sippy, 
ya  descartada  por  la  mayoría  de  los  gastroenterólogos; 
del  uso  de  polvos  alcalizantes  ya  también  cosa  del  pasado 
y de  sedantes  los  cuales  siguen  utilizándose.  En  las 
indicaciones  para  utilizar  los  métodos  quirúrgicos  se 
mencionan  cinco.  Estamos  de  acuerdo  con  cuatro  pero 
no  con  el  quinto,  ya  que  no  creemos  que  el  hecho  de  uno 
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ser  pobre  y tener  una  úlcera  péptica  sea  motivo  para  un 
tratamiento  que  conlleva  morbilididad  y mortalidad. 
Mencionan  los  autores  que  la  perforación  de  la  úlcera 
péptica  era  rara  en  Puerto  Rico  y en  mi  experiencia  lo  es 
cada  vez  más.  De  los  cinco  pacientes  que  sufrieron  perfo- 
ración, dos  (40%)  murieron.  La  mortalidad  en  E.E.U.U.  y 
en  Europa  era  de  25%  y 22.6%  respectivamente.  En  29  de 
los  150  pacientes  estudiados  hubo  obstrucción  pilórica 
con  buena  respuesta  a la  gastroenterostomía.  Hoy  por 
hoy  esta  es  una  complicación  rara  en  mi  experiencia. 
Veintidós  pacientes  ingresaron  por  hemorragia  habiendo 
muerto  dos  solamente,  siendo  uno  de  ellos  un  recién 
nacido.  Mencionan  los  autores  que  en  pacientes  de  más 
de  50  años  con  sangría  la  mortalidad  era  9 veces  mayor 
que  en  pacientes  de  menos  de  50  años,  lo  cual  sigue  siendo 
en  parte  correcto  hoy  en  día.  Hay  que  recordar  que  en 
esos  años  había  mucha  dificultad  en  todos  sentidos  con 
esta  terapia.  No  habían  los  Bancos  de  Sangre,  las  técnicas 
de  obtener  y administrar  sangre  eran  primitivas  y se 


desconocía  las  técnicas  refinadas  que  tenemos  hoy  en  día 
para  llevar  a cabo  el  cruce  correcto.  Los  autores 
mencionan  una  mortalidad  desde  un  10  a un  27%;  me 
parece  que  hoy  en  día  esta  complicación  conlleva  una 
mortalidad  mucho  más  baja  en  centros  quirúrgicos  bien 
dotados  del  equipo  y de  todas  las  facilidades  necesarias. 

Finalmente  los  autores  consideran  que  en  aquellos 
años  la  resección  gástrica  era  el  procedimiento  quirúrgico 
de  elección  en  los  pacientes  pobres  con  úlcera  péptica  ya 
que  de  esta  manera  no  tenían  que  seguir  una  dieta  tipo 
Sippy,  la  cual  no  podían  llevar  a cabo  debido  a que  un 
cuartillo  de  leche  costaba  18  centavos  y media  pinta  de 
crema  de  leche  40  centavos,  lo  que  hacía  imposible  que  el 
paciente  pobre  pudiese  sufragar.  Hoy  en  día  la  gastrec- 
tomía  parcial  no  es  el  tratamiento  ideal  para  ningún 
paciente  con  úlcera  duodenal  o gástrica,  no  importa  los 
recursos  económicos  de  paciente,  ya  que  tenemos  otros 
procedimientos  terapeúticos  que  son  más  efectivos. 


Lady  Jailer 

Among  many  yoimg  women,  smoking 
is  viewed  as  stylish. 

It  is  not.  Smoking  is  deadly. 

If  you  smoke,  please  consider  stopping. 
For  help,  information  and  support, 
please  contact  your  local 
American  Cancer  Society. 
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Comparezco  ante  ustedes  conmovido  y lleno  de  rego- 
cijo y beneplácito. 

La  ocasión  no  es  para  menos.  Comienza  hoy  mi  gestión 
oficial  en  el  cargo  quizás  de  mayor  responsabilidad  y 
prominencia  de  esta  Asociación.  Emprendo  ésta  con  la 
profunda  conciencia  de  la  gran  tarea  que  representa. 
Confieso  que  en  ella  no  se  engendrarán  frutos  sin  el 
concurso,  apoyo  y sostén  de  cada  uno  de  los  miembros  de 
esta  Asociación.  Recabo  pues  de  todos  su  cooperación  y 
ayuda.  De  mi  parte  declaro  que  estoy  y estaré  siempre  en 
disposición  de  recibir,  oir,  considerar  toda  crítica,  idea  y 
aportación,  para  que  los  fines  y propósitos  de  esta 
Asociación  se  logren  mediante  el  esfuerzo  común.  La 
acción  concertada  es  la  manera  más  saludable  de 
proceder  en  cualquier  entidad  que  aspira  a los  ideales  de 
la  vida  democrática.  En  el  caso  nuestro  esa  afirmación  se 
hace  mucho  más  patente  y dramática  cuando  el  conserva- 
durismo ligado  al  individualismo  nos  ha  acompañado 
por  largo  rato.  Es  imperativo  que  echemos  a un  lado  las 
actividades  individuales  y de  estancamiento  para  con- 
tinuar abriendo  brechas  mediante  la  acción  colectiva. 

La  labor  realizada  por  mis  predecesores  estuvo 
impregnada  y avalada  por  ese  principio  cardinal.  Solo 
basta  enumerar  lo  realizado,  para  percatarnos  que  la 
actividad  institucional,  diseñada  por  nuestro  liderato, 
tuvo  como  guía,  atacar  en  colectiva  los  problemas  que 
aquejan  nuestra  clase  profesional.  El  papel  que  desempe- 
ñamos en  la  reforma  legislativa  vinculada  con  los  seguros 
de  responsabilidad  profesional,  las  querellas  contra  los 
planes  médicos,  la  creación  de  Prensa  Médica,  el  pro- 
yecto de  reglamentación  de  la  profesión,  la  atención 
cuidadosa  de  toda  legislación  que  pueda  afectarnos  son 
muestras  inequívocas  de  que  hemos  estado  orientados  de 
esa  manera.  El  proceder  y el  enfoque  substantivo 
empleados  en  esas  faenas  fue  tarea  de  conjunto. 

Al  asumir  la  presidencia  me  propongo  continuar 
concentrando  en  esas  áreas.  Desatenderlas  equivaldría  a 
retroceder  en  esta  nueva  dirección  y a negar  lo  que  es 
esencial  para  la  profesión  y la  institución  en  estos 
momentos.  Tomemos,  por  ejemplo,  el  asunto  relativo  a 
los  planes  médicos.  La  solución  de  ese  problema  sólo  se 
logrará  a través  de  la  acción  institucional.  Por  tal  razón, 
los  insto  a que  no  acudan  a los  planes  en  forma  indivi- 
dual, ni  a través  de  las  especialidades,  como  se  ha  hecho 
en  el  pasado;  en  muchas  ocasiones,  a iniciativa  de  los 
propios  planes  médicos.  El  vehículo  para  plantear  este 
asunto  es  la  Asociación  Médica  de  Puerto  Rico.  De  esta 
manera  se  obviará  el  que  se  intente  debilitarnos  y se 
evitará  otorgarle  a los  planes  de  forma  gratuita  e ingenua 
el  poder  de  reglamentarnos  en  la  práctica.  Conviene 
reexaminar  la  relación  contractual  que  hemos  sostenido 


con  los  planes  médicos  para  advertir  que  varias  de  las 
cláusulas  contenidas  en  el  contrato  de  adhesión  que  nos 
someten  causa  efecto  sobre  la  práctica  profesional. 
Expresado  en  otros  términos,  los  planes  médicos  regulan 
la  práctica  de  la  medicina  en  Puerto  Rico  a través  de 
cláusulas  que  limitan  los  procedimientos  médicos  a 
usarse.  Ciertamente,  el  mayor  afectado  como  resultado 
de  ese  comportamiento  lo  es  el  paciente.  Debemos  velar 
porque  el  comportamiento  de  los  planes  médicos  no 
constituya  un  obstáculo  que  debilite  la  buena  relación 
médico-paciente,  lo  cual  ya  no  solo  redunda  en  perjuicio 
del  paciente  — como  hemos  visto — sino  también  en  el 
médico. 

El  interés  de  la  Asociación  Médica  es  buscar  soluciones 
adecuadas  a este  problema.  En  esa  búsqueda  desechamos 
todo  control  monopolístico,  provenga  de  donde  provenga. 
De  igual  manera,  repudiamos  el  Seguro  Universal  o la 
Medicina  Socializada  como  soluciones.  La  experiencia 
histórica  inglesa  ha  sido  en  el  sentido  de  que  la  solución 
de  la  medicina  socializada  ha  agravado  aún  más  el 
problema.  Se  ha  tornado  en  una  incosteable  económi- 
camente para  el  pueblo  y,  además,  se  caracteriza  por 
servicios  médicos  deficientes,  ya  que  hay  largas  filas  de 
espera  para  cirugía  electiva,  pero  necesaria,  que  puede  ir 
de  meses  a años.  A todas  luces  eso  no  es  lo  que  se  quiere 
para  nuestra  gente  y nuestro  pueblo. 

Hay  que  comenzar  por  aceptar  que  la  salud  es  el  deber 
de  cada  ciudadano,  de  cada  quien,  y evitarla  enfermedad 
también  lo  es.  Por  consiguiente,  es  ineludible  enfatizar 
proyectos  educativos  sobre  factores  de  riesgo,  en  múlti- 
ples condiciones,  como  son  las  enfermedades  cardiovas- 
culares, algunas  formas  de  cáncer,  la  diabetes,  el  Sida  y el 
alcoholismo,  primeras  causas  de  muerte  y de  altos  costos 
médicos  y que  pueden  prevenirse.  La  dieta  adecuada,  el 
ejercicio,  los  buenos  hábitos  de  convivencia,  la  calidad  de 
vida  y otros  por  el  estilo  siguen  siendo  la  mejor  forma  de 
mantener  y conservar  la  salud.  Esa  es  la  forma  más 
económica  y que  da  mejor  acceso  a los  servicios  de  salud 
de  calidad.  La  Asociación  Médica  tiene  que  desempeñarse 
de  lleno  en  la  labor  promocional  y educativa  que  propicie 
en  nuestros  compatriotas  una  toma  de  conciencia  de  esas 
enseñanzas.  Debe  subrayarse  que  en  el  llamado  de 
nuestra  vocación  profesional,  la  forma  preventiva  ocupa 
sitial  primordial  e ineludible. 

El  costo  en  los  servicios  de  salud  no  puede  ser  el  único 
criterio  para  medir  lo  adecuado  de  una  cubierta,  ni 
limitar  esa  cubierta  para  el  que  no  pueda  pagarla.  Resulta 
evidente  que  los  fríos  números  actuaríales,  tomados  en 
forma  prioritaria  y por  separado,  han  demostrado  que 
son  insuficientes  para  resolver  el  problema  de  los  costos. 
Como  cuestión  de  realidad,  su  aplicación  nos  ha  hecho 
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retornar  a lo  que  experimentamos  hace  cuatro  décadas:  la 
existencia  de  dos  tipos  de  medicina,  una  para  los  que 
disfrutan  de  los  medios  económicos  y otros  para  los  de 
escasos  recursos  económicos.  El  escándalo  se  acentúa  a 
que  se  ha  convertido  a muchos  pacientes  en  médico- 
indigentes,  devolviéndolos  a donde  hace  años  fueron 
rescatados  por  la  propia  profesión  médica.  No  podemos 
respaldar  ni  tolerar  esa  realidad.  Se  impone  que  asu- 
mamos una  postura  de  vanguardia  que  ponga  fin  a lo  que 
constituía  una  sociedad  histórica.  Tenemos  que  ser 
firmes  y velar  porque  el  postulado  del  compromiso  social 
y moral  con  el  prójimo  siempre  sea  una  realidad. 

Hasta  aquí  he  destacado  dos  importantes  renglones  de 
la  práctica  de  la  medicina  y de  la  prestación  de  los  servi- 
cios médicos.  Ellos  como  hemos  visto  son  el  costo  y la 
accesibilidad.  Me  falta  tratar  la  calidad  de  los  servicios. 
Huelga  apuntar  que  esta  Asociación  ya  se  ha  manifestado 
respecto  a este  asunto  al  preparar  y someter  al  Consejo 
General  de  Salud  para  su  evaluación  el  Reglamento  de  la 
Práctica  de  la  Medicina.  Hay  quienes  confundidos  por 
sus  propias  concepciones,  intereses,  egoístas,  frustacíones 
o falta  de  conocimiento  lanzaron  y aún  lanzan  un  ataque 
al  Reglamento.  Es  lamentable  y deplorable  esa  actitud 
toda  vez  que  se  encuentra  en  abierta  pugna  con  dos 
supuestos  que  son  indisputables.  El  primero  se  relaciona 
con  la  exigencia  de  la  más  alta  calidad  y exelencia  en  la 
prestación  de  los  servicios.  Es  axiomático  que  todo 
profesional  debe  aspirar  a rendir  sus  servicios,  conforme 
a las  normas  más  altas  de  la  excelencia.  Va  sin  decir  que  el 
precepto  trasciende  el  ámbito  de  la  vida  profesional  y 
debe  imperar  y regir  de  manera  absoluta  en  la  vida  del 
hombre.  La  sociedad  en  que  sus  componentes  no  se  den 
de  lleno  a la  consecución  de  ese  objetivo  se  encontrará 
siempre  plagada  de  la  mediocridad  y de  la  pobreza  inte- 
lectual y espiritual.  El  historial  de  esta  noble  institución 
repudia  por  entero  esa  actitud.  Los  costos,  el  acceso  y la 
calidad  están  íntimamente  relacionados;  manipularlos 
por  separado,  indiscutiblemente  afectará  uno  o más  de 
ellos. 

El  segundo  tiene  que  ver  con  la  ubicación  de  la  facultad 
y el  poder  de  regular  los  destinos  de  nuestra  profesión. 
¿Quién,  sino  los  propios  pares,  conocedores  de  todas  las 
interioridades  del  quehacer  profesional,  los  que  deben 
pautar  el  comportamiento  observado  por  el  médico  en  el 
descargo  de  sus  funciones?  La  intervención  de  extraños 
en  nuestra  vida  profesional  es  menester  ponerle  un 
detente.  La  legislación  federal  ha  estado  influenciada  por 
un  elemento  de  alta  regulación  y control,  depositado  en 
manos  de  personas  y cuerpos  fundamentalmente  ajenos  a 
la  clase  médica.  El  Reglamento  sometido,  por  el  con- 
trario, mantiene  la  vigilancia  y el  cumplimiento  de  las 
manos  de  la  profesión  médica. 

Sabido  es  que  dicha  reglamentación  de  ser  aprobada 
tendrá  fuerza  de  ley.  Por  ello  insistiremos  en  nuestra 
incumbencia  que  el  Reglamento  sometido  sea  aprobado 
por  el  Consejo  General  de  Salud  y por  el  Honorable 
Secretario  de  Salud.  Si  surgieren  cambios  por  el  Consejo, 
los  mismos  serán  reevaluados  por  la  Asociación  antes  de 
que  pasen  a manos  del  Honorable  Secretario.  Les 
mantendré  al  tanto  de  todo  lo  que  suceda  y,  desde  luego, 
los  organismos  institucionales  examinarán  lo  que  se 
proponga  por  el  Consejo. 


Lo  vertido  hasta  aquí  incuestionablemente  apunta 
hacia  un  compromiso  indisoluble  con  el  temario  de 
asuntos  vigentes  y trascendentales  que  hemos  venido 
siguiendo.  Se  le  dará  seguimiento  y prioridad  a lo  ya 
encaminado.  Ahora  bien,  me  propongo  promover  legis- 
lación que  clarifique  las  lagunas  que  el  Código  de  Seguro 
tiene  respecto  a los  servicios  médicos.  Es  necesario 
determinar  si  la  Oficina  del  Comisionado  de  Seguros 
debe  continuar  ejercitando  jurisdicción  sobre  estas 
controversias.  Hasta  el  presente  se  ha  evidenciado  por  la 
aludida  Oficina  una  conducta  tímida  y perezosa  en  el 
manejo  de  la  regulación  de  los  planes  médicos.  Somos  de 
opinión  que  la  calidad  de  los  servicios  que  prestan  los 
planes  de  salud  debe  también  ser  sometida  a evaluación 
por  un  organismo  oficial.  Ese  nuevo  organismo  — que  no 
debe  ser  la  Oficina  del  Comisionado  de  Seguros — pasará 
juicio  sobre  la  eficiencia  administrativa,  la  responsabi- 
lidad de  las  decisiones  de  los  organismos  directivos,  el 
servicio  a los  usuarios  y proveedores  y los  procedimientos 
que  se  usan  para  confeccionar  los  contratos. 

Las  decisiones  puramente  actuariales,  sin  el  concurso 
del  médico,  han  probado  ser  un  fracaso.  De  hecho,  han 
puesto  en  peligro  la  accesibilidad  a los  servicios  de 
calidad  y a las  nuevas  tecnologías.  Constituyen  una 
amenaza  real  a lo  bueno  que  hemos  obtenido.  Los 
contratos  conteniendo  restricciones  a los  usuarios,  como 
hemos  visto,  nos  imponen  la  manera  de  practicar  la 
medicina  afectando  así  nuestra  responsabilidad  profe- 
sional. El  propio  acontecer  de  la  realidad  impone  la 
necesidad  inescapable  de  lo  sugerido,  es  decir,  una  oficina 
que  regule  la  utilización  de  la  nueva  tecnología  con  todos 
sus  concomitantes  y que  le  imprima  a los  planes  una 
conciencia  clara  de  que  su  responsabilidad  primaria 
consiste  en  la  prestación  de  servicios  de  la  más  alta 
calidad  y establecer  protocolos  por  seccción  de  especia- 
lidad. 

Es  hora  ya  que  dejemos  de  arriesgar  más  el  actual 
sistema  de  prestación  de  servicios  médicos  de  libre 
selección,  el  cual  creemos  es  y seguirá  siendo  el  mejor  en 
nuestro  medio.  Así  lo  afirmamos  por  cuanto  entendemos 
promueve  la  mejor  relación  entre  el  médico  y su  paciente. 
Esa  relación  es  la  que  asegura  al  paciente  el  mejor  servicio 
médico  y garantiza  a cada  ciudadano  su  derecho  a la 
salud  pero  por  sus  costos,  se  cuestiona  su  futura 
existencia. 

En  virtud  de  lo  señalado,  la  Asociación  debe  ir 
estudiando  y ponderando  otras  opciones  al  sistema  pre- 
valeciente. Si  es  necesario  debe  contemplarse  la  idea  de 
crear  un  PPO  o HMO  y evitar  no  quedar  nuevamente 
fuera  del  liderato  en  el  momento  preciso,  como  ha-* 
ocurrido  con  otros  proyectos  e ideas  que  hemos  fraguado 
en  el  seno  de  esta  entidad.  Procederé  en  su  momento 
oportuno  a presentar  este  asunto  a la  Cámara  de 
Delegados  para  que  conduzca  el  estudio  pertinente  y 
emita  la  decisión  que  a su  mejor  entender  corresponda. 

Como  parte  de  nuestro  plan  de  trabajo  hemos  proce- 
dido a nombrar  el  nuevo  Director  Ejecutivo  de  la 
Asociación.  La  selección,  deliberada  por  demás,  recargó 
en  Don  Pablo  Vargas,  hijo.  Su  preparación  académica,  su 
experiencia  acumulada  en  altas  posiciones  gerenciales  en 
el  servicio  público  y en  la  industria  privada,  permitirán 
continuar  mejorando  la  administración  a nivel  central  y 
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los  servicios  a los  Distritos  y a las  secciones  de  especia- 
lidad. Contribuirá  a mejorar  el  mercadeo  de  nuestras 
actividades,  del  Boletín  y de  Prensa  Médica.  Con  su  pre- 
sencia esperamos  fortalecer  el  departamento  de  relaciones 
públicas,  lo  cual  mejorará  nuestra  imagen  ante  los 
médicos,  ante  el  pueblo  y el  gobierno  de  Puerto  Rico. 

El  fortalecimiento  de  nuestra  imagen  servirá  para 
instituir  una  fuerte  y positiva  campaña  dirigida  a atraer 
nuevos  socios.  Es  una  meta  que  nos  proponemos 
alcanzar  durante  este  año.  Para  lograrlo  estimo  necesario 
e indispensable  que  Prensa  Médica  continúe  circulando 
independientemente  de  los  problemas  económicos  que 
pueda  tener.  La  falta  de  comunicación,  entre  nosotros  y 
con  los  medios,  ha  sido  y es  en  extremo  poblemática  para 
la  Asociación.  Ello  nos  ha  privado  llegara  dejarnos  sentir 
en  todos  los  lugares  propios  y adecuados  en  que  la  clase 
médica  deba  y tenga  que  hacerlo,  bien  por  el  interés  de 
difundir  el  conocimiento  o esclarecer  las  concepciones 
distorsionadas  que  se  tejen  en  torno  a nuestra  clase. 
Comenzaré  de  inmediato  a visitar  y a dialogar  con 
nuestros  asociados  y con  los  no  asociados  para  divulgar 
lo  que  nos  preocupa  y ampliar  la  participación  en  el 
debate  y en  la  acción  de  todo  lo  relacionado  con  la  profe- 
sión médica  y la  Asociación. 

Me  propongo,  además,  llevar  a la  dimensión  real  la 


idea  de  comenzar  lo  que  eventualmente  se  conocerá  como 
el  Museo  de  Historia  de  la  medicina  puertorriqueña.  El 
propósito  es  evidente:  dar  a conocer  al  pueblo,  las  contri- 
buciones y logros  alcanzados  por  la  clase  médica  en  bien 
de  la  ciencia  y del  país.  Para  ello  designaré  un  comité 
ad  hoc  presidido  por  el  doctor  Luis  López  Sánchez. 

Todos  sabemos  que  la  práctica  de  la  medicina  — la 
buena  práctica  de  la  medicina — dista  mucho  de  aquella 
práctica  solitaria  de  quienes  nos  han  precedido.  Es  un 
hecho  inescapable  que  la  atención  médica  de  calidad 
requiere  el  concierto  de  los  talentos  individuales  y el 
esfuerzo  conjunto,  según  las  afinidades  personales  y pro- 
fesionales, claro  está,  de  quienes  tenemos,  como  objeto 
de  nuestra  ciencia,  la  salud  y el  bienestar  de  quienes  nos 
confian  su  cuerpo.  Asimismo,  hay  que  enfrentar  y con- 
frontar nuestros  problemas  como  clase  profesional.  Sin 
la  participación  de  todos  es  muy  poco  lo  que  la 
Asociación  Médica  puede  lograr,  es  muy  poco, casi  nada, 
lo  que  este  servidor  de  ustedes  puede  hacer  por  todos. 

Unamos  pues  nuestro  esfuerzo,  nuestra  disponsición  y 
nuestro  talento  en  la  consecución  de  los  altos  fines  que 
nos  hemos  propuesto.  Ellos  no  son  negociables,  y 
tampoco  los  cederemos.  Le  pido  a Dios  que  me  ayude,  me 
ilumine  y me  de  fuerzas  para  llevarlos  a feliz  realización. 


How 
you  Uve 
may  s^e 

yourlife. 

You  may  find  it  surprising  that  up  to  60%  of  all  cancers 
can  be  prevented.  By  avoiding  excessive  exposure  to  sunlight, 
by  not  smoking  cigarettes,  by  not  overeating  and  by  following 
a diet  high  in  fiber  and  low  in  fat. 

The  battle  isn’t  over  but  we  are  winning. 

Please  support  the  American  Cancer  Society. 
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C NOTA  BIOGRAFICA  ^ 


Dr.  Gerardo  S.  Martorell 


Nacido  en  Vega  Baja,  Puerto  Rico,  el  28  de  febrero  de 
1930.  Su  padre  Dr.  Gerardo  S.  Martorell  Torréns  y 
su  madre,  doña  Maria  Rosa  Otero  Náter.  Su  esposa 
Miriam  y sus  hijas  Miriam  Rosa,  casada  con  el 
Dr.  Julio  R.  Rojo  Gaztambide,  y María  Catalina, 
estudiante. 

Escuela  Superior  en  el  Perpetuo  Socorro  de  Miramar 
(1947).  Estudios  universitarios  en  el  Instituto  Politécnico 
de  San  Germán  (1947-50).  Sirvió  en  las  Euerzas  Armadas 
de  los  Estados  Unidos  (1956).  Graduado  de  medicina  en 
la  Eacultad  de  Medicina  de  la  Universidad  Nacional 
Autónoma  de  México,  D.F.  (1957-61).  Internado  en  el 
Hospital  de  Distrito  de  Arecibo  (1961-62). 

Trabajó  en  los  Dispensarios  de  la  Capital  y fue 
Director  Médico  del  Centro  de  Diagnóstico  José  Belaval, 
en  Barrio  Obrero,  en  el  1969.  Residencia  en  Radiología  en 
el  Hospital  de  Veteranos,  del  Bronx,  New  York  (1970- 


73),  afiliado  a Montefiore  Hospital  del  Bronx.  Allí  fue 
jefe  de  residentes  en  1973. 

Fue  director  del  Servicio  de  Radiología  del  Hospital 
San  Martín  hasta  abril  de  1988;  actualmente  ejerce  la 
práctica  privada  de  Radiología. 

Es  miembro  de  la  Asociación  Médica  de  Puerto  Rico 
desde  el  1968,  de  la  Sección  de  Radiología,  la  cual 
presidió  del  1977  al  1980;  del  Colegio  Interamericano  de 
Radiología;  “The  Radiological  Society  of  North  America”; 
de  la  Sociedad  Médica  del  Distrito  Este,  la  cual  presidió 
en  el  1986;  de  la  Asociación  de  Médicos  Graduados  en 
México,  la  cual  presidió  en  el  1975;  miembro  Comité 
Asesor  del  Honorable  Secretario  de  Salud  i985  (VASA); 
miembro  de  la  Asociación  de  Médicos  Graduados  de 
Universidades  Españolas  (APGUE).  Fue  miembro  de  la 
Junta  de  Directores  de  La  Cruz  Azul  de  Puerto  Rico. 
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Recensión  de  Libros 


Recensión  de  Historia  de  la  Medicina  ( 3 vols.) 
por  Francisco  Guerra  (Ediciones  Norma,  S.A.: 
Madrid,  1982  - 1989) 

José  G.  Rigau-Pérez,  MD,  MPH 


El  doctor  Francisco  Guerra,  Profesor  de  Historia  de 
la  Medicina  en  la  Universidad  de  Alcalá  de  Henares 
(España),  acaba  de  publicar  el  tercer  tomo  de  su  Historia 
de  la  medicina,  obra  tan  abarcadora  que  debería  titularse 
“Historia  global át  las  medicinas”.  Este  texto  describe  los 
hallazgos  y personalidades  en  la  lucha  por  la  salud  en 
todos  los  países,  y además  discute  no  sólo  la  medicina 
occidental,  sino  también  (entre  otras)  las  prácticas  de  las 
tradiciones  hindú,  china  y japonesa. 

El  primer  tomo  (1982)  empieza  describiendo  la 
medicina  prehistórica,  con  un  fascinante  resumen  de  la 
información  sobre  la  evolución  del  Homo  sapiens,  los 
hallazgos  de  la  paleopatología,  y las  consecuencias  de  la 
transculturación  médica.  Pasando  por  el  Oriente,  las 
culturas  precolombinas  y mesopotámicas,  Grecia,  y de 
ahí  siguiendo  el  hilo  de  la  cultura  de  Occidente,  llega 
hasta  la  medicina,  cirugía  y farmacia  del  barroco 
(ca.  1740).  El  segundo  tomo  (1985)  describe  desde  la 
medicina  de  la  Ilustración  (siglo  XVIII)  hasta  1914 
reseñando,  país  por  país,  los  acontecimientos  principales. 
Hay  seis  páginas  dedicadas  a los  eventos  en  Puerto  Rico, 
desde  1768  (creación  de  la  Junta  de  Sanidad)  hasta  la 
publicación  del  “Boletín  de  la  Asociación  Médica”,  a 
principios  del  siglo  veinte.  El  tercer  tomo  ( 1989)  termina 
la  descripción  de  la  “Medicina  del  Positivismo”  (incluye 
seis  páginas  dedicadas  a la  cirugía  en  la  Isla  de  1 839  hasta 
la  década  de  1930),  describe  la  difusión  de  la  medicina 
occidental  en  Asia,  Africa  y Australia,  y resume,  en  25 
páginas,  los  adelantos  de  los  conocimientos  médicos  en 
los  últimos  sesenta  años.  Concluye  con  una  bibliografía  y 
el  índice  de  personas  citadas  en  la  obra  completa. 

Esta  Historia  de  la  medicina  es  admirable  por  dos 
cualidades  que  pueden  parecer  incompatibles:  la  enorme 
cantidad  de  datos  ofrecidos  sobre  eventos  médicos  en 


todo  el  mundo,  y la  extraordinaria  capacidad  del  autor 
para  la  expresión  concisa  y elegante.  Cada  sección  o 
capítulo  empieza  con  un  párrafo  de  descripción  general, 
seguido  de  la  reseña  detallada  (en  tiempo,  lugar  y 
persona)  de  los  acontecimientos  pertinentes.  Esta 
estructura  hace  posible  la  utilización  del  libro  de  tres 
maneras:  1)  como  referencia  (localizando  temas,  eventos 
o personas  a través  de  los  índices  y encabezamientos); 

2)  como  texto  detallado  (leyendo  la  obra  completa);  o 

3)  como  lectura  de  afición  (leyendo  los  principios  de 
cada  capítulo,  y del  resto,  sólo  lo  que  más  interese  a cada 
lector).  Por  ejemplo,  las  primeras  230  páginas  del  tercer 
tomo  describen  minuciosamente  el  desarrollo  de  la 
patología  quirúrgica  del  positivismo  en  cada  país  de 
Europa,  América  del  Norte,  América  del  Sur,  y hasta 
Filipinas,  pero  el  capítulo  40  (principio  del  tercer  tomo) 
comienza  con  un  párrafo  que  resume  todo  ese  desarrollo 
en  menos  de  una  página. 

Además  de  las  encomiables  características  de  estilo  y 
organización  de  la  obra,  otro  factor  la  hace  destacar  por 
sobre  las  otras  historias  generales  de  la  medicina:  la 
inclusión  de  los  desarrollos  (hasta  cerca  de  1930)  y los 
documentos  bibliográficos  específicos  a cada  país.  Este  es 
el  primer  texto  que  recoge  los  hitos  de  la  historia  de  la 
medicina  en  Puerto  Rico  en  el  marco  histórico  de  la 
medicina  mundial.  Además  es  el  primero  que  incorpora 
las  investigaciones  de  Manuel  Quevedo  Báez  y Salvador 
Arana  Soto  en  el  listado  de  referencias  básicas  para 
describir  el  esfuerzo  global  por  mejorar  la  salud  de  la 
humanidad.  En  resumen,  la  Historia  de  la  medicina  de 
Guerra  es  un  texto  importante,  innovador,  abarcador  y 
detallado,  que  será  de  interés  y utilidad  para  médicos, 
historiadores,  estudiantes,  y bibliotecas  de  estudios 
superiores. 


Senior  Epidemiologisi.  Prevention  Research  Program.  National 
Institute  of  Child  Health  and  Human  Development.  Executive  Plaza 
North  640.  National  Institutes  of  Health.  Rethcsda.  MD  20892 
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percent)  while  persons  75  years  or  older  were  most 
affected  by  falls  (43  percent).  Although  blacks  and  whites 
had  similar  death  rates  overall,  whites  were  more  often 
the  victims  of  motor  vehicle  accidents,  while  blacks  were 
more  frequently  victims  of  firearms.  The  rate  of  head 
injury-associated  deaths  for  males  was  three  time  that  of 
females.  “Physicians  can  play  an  important  role  in 
primary  prevention  of  head  injury  through  careful  pres- 
cribing of  medications,  patient  counseling,  and  advocacy 
of  proved  interventions  such  as  motor  vehicle-occupant 
restraints,”  conclude  the  authors. 


JAMA  October  27,  1989 


CAMPAIGN  INCREASES  BICYCLE  HELMET 
USE  AMONG  CHILDREN 


LOW  FITNESS  LEVELS  ASSOCIATED  WITH 
INCREASED  MORTALITY 


A community-wide  bicycle  helmet  campaign  can  signi- 
ficantlyincrease  helmet  use  among  children,  says  a report 
in  the  Journal  of  the  American  Medical  Association.  The 
report  by  Carolyn  G.  DiGuiseppi,  MD,  MPH,  of  the 
George  Washington  University  School  of  Medicine  and 
Health  Services,  Washington,  DC,  and  colleagues,  found 
that  helmet  use  by  childen  increased  from  5.5  percent  to 
15.7  percent  in  Seattle,  Washington,  following  a 16- 
month  public  information  campaign  promoting  the  use 
of  bicycle  helmets  to  reduce  injury.  A recent  study  also 
conducted  in  Seattle  found  helmets  could  reduce  the  risk 
of  head  injury  by  85  percent.  According  to  the  authors, 
bicycling  accidents  account  for  over  300,000  visits  to  the 
emergency  room  by  children  each  year  and  500  to  600 
deaths.  Despite  the  apparent  protection  offered  by  the 
use  of  bicycling  helmets,  fewer  than  5 percent  of  children 
nationwide  use  them,  according  to  the  report. 

JAMA  October  27,  1989 


MOTOR  VEHICLES,  FIREARMS  AND  FALLS 
ACCOUNT  FOR  83  PERCENT  OF  HEAD 
INJURY  DEATH 


Head  injury  accounted  for  more  than  3 15,000  deaths  in 
the  United  States  from  1979  to  1989 according  toa  report 
in  the  Journal  of  the  American  Medical  Association.  The 
report  by  Daniel  M.  Sosin,  MD,  of  the  Division  of  Injury 
Epidemiology  and  Control,  Centers  for  Disease  Control, 
Atlanta,  and  colleagues,  found  that  head  injury- 
associated  deaths  represented  a death  rate  of  16.9  per 
100,000  residents.  Accidents  from  motor  vehicles  (57 
percent),  firearms  ( 1 4 percent),  and  falls  ( 1 2 percent ) were 
the  most  frequent  causes.  Death  rates  peaked  at  15  to  24 
years  of  age  and  at  75  years  or  older.  Youngsters  were 
most  often  the  victims  of  motor  vehicle  accidents  (77 


Improving  one’s  physical  fitness  through  regular, 
moderate  exercise  can  reduce  the  risk  of  early  death  from 
cardiovascular  disease  and  cancer,  says  a report  in  the 
Journal  of  the  American  Medical  Association. 

“Approximately  30  percent  of  U.S.  adults  are  quite 
sedentary,  and  the  prevalence  of  low  fitness  levels  is 
correspondingly  high,”  say  the  authors,  Steven  N.  Blair, 
PED,  of  the  Institute  for  Aerobic  Research,  Dallas, 
Texas,  and  colleagues.  “A  brisk  walk  of  30  to  60  minutes 
each  day  will  be  sufficient”  to  achieve  fitness  and  reduce 
the  risk  of  death  from  cardiovascular  disease  and  cancer 
for  most  men  and  women,  they  say. 

The  researchers  studied  10,224  men  and  3,120  women 
who  had  received  a preventive  medical  examination  at  a 
Dallas  clinic  during  the  years  1970  to  1981.  Physical 
fitness  was  measured  by  a treadmill  exercise  test.  Patients 
were  then  assigned  to  physical  fitness  categories  based  on 
their  age,  sex,  and  length  of  time  on  the  treadmill. 

The  average  length  of  follow-up  for  each  patient  was 
slightly  more  than  eight  years,  for  a total  1 10,482  person- 
years  of  observation.  The  researchers  found  240  deaths  in 
men  and  43  deaths  in  women.  Those  who  died  tended  to 
be  older,  less  physically  fit,  and  had  less  favorable  risk 
profiles  than  those  who  survived.  If  all  unfit  persons  in 
the  study  had  taken  measures  to  become  fit,  death  rates 
would  have  been  reduced  by  9 percent  in  men  and  by  15.3 
percent  in  women,  the  authors  estimate. 

Attaining  the  highest  level  of  fitness  does  not  automati- 
cally yield  the  greatest  health  benefits,  the  study  shows. 
After  adjusting  for  age,  death  rates  for  all  causes  declined 
across  all  fitness  categories,  from  64.0  per  10,000  person- 
years  in  the  least-fit  men  to  18.6  per  10,000  person-years 
in  the  most-fit  men.  Among  women,  death  rates  declined 
from  39.5  per  10,000  person-years  in  the  least-fit  women 
to  8.5  per  10,000  in  the  most-fit  women.  These  trends 
continued  regardless  of  age,  smoking  habit,  cholesterol 
level,  systolic  blood  pressure,  blood  glucose  level,  family 
history  of  coronary  heart  disease,  and  length  of  time  from 
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last  follow-up  exam,  the  authors  say. 

The  authors  conclude  that  there  is  a strong  and 
consistent  inverse  relationship  between  physical  fitness 
and  mortality  in  men  and  women.  “Moderate  levels  of 
physical  fitness  that  are  attainable  by  most  adults  appear 
to  be  protective  against  early  mortality,”  they  say. 

Although  physical  activity  and  exercise  contribute  to 
good  health,  few  Americans  meet  criteria  for  physical 
fitness,  say  Jeffrey  P.  Koplan,  MD,  MPH,  of  the  Center 
for  Chronic  Disease  Prevention  and  Health  Promotion, 
Centers  for  Disease  Control,  Atlanta,  Ga.,  and  colleagues. 
In  their  accompanying  editorial,  the  authors  state  that 
schools,  health  profesionals,  voluntary  groups  and  public 
health  agencies  can  play  a major  role  in  promoting  a 
more  active  life-style. 

“Even  a modest  improvement  in  fitness  level  among 
the  most  unfit  confers  a substantial  health  benefit,”  the 
authors  write.  “Inactive  individuals  are  likely  to  find 
lower-intensity  activities,  such  as  walking,  more  a 
acceptable  than  higher-intensity  ones,  such  as  running. 
Lower-intensity  activities  are  likely  to  be  more  comfor- 
table, more  convenient,  more  affordable,  safer,  and,  thus, 
more  likely  to  be  done,”  they  say. 

The  authors  recommend  choosing  an  activity  that  is 
pleasurable,  and  which  can  be  done  regularly  (at  least 
three  days  per  week)  and  long  enough  (about  20  minutes) 
to  improve  cardiorespiratory  capacity. 

JAMA  November  3,  1989 


PROLONGED  AZT  THERAPY  INCREASES 
AIDS  SURVIVAL 

Prolonged  zidovudine  (AZT)  therapy  for  patients  with 
AIDS-related  complex  continues  to  suggest  increased 
survival  benefits,  says  a report  in  Friday’s  Journal  of  the 
American  Medical  Association.  A study  by  Margaret  A. 
Fisschl,  MD,  of  the  University  of  Miami,  and  colleagues, 
found  adverse  reactions  to  AZT  decreased  over  time  and 
observed  toxic  reactions  were  unusual.  Researchers 
report  more  than  one-half  of  the  original  AZT  treated 
patients  with  AIDS  survived  21  months  following  the 
diagnosis  of  pneumonia,  nearly  twice  the  reported 
survival  of  AIDS  patients  not  treated  with  AZT.  AZT 
therapy  also  decreased  the  rate  of  development  of 
opportunistic  infections  in  patients  with  advanced  AIDS- 
related  complex  progressing  to  AIDS.  “The  clinical 
course  of  these  subjects  suggests  continued  survival 
benefits  with  long-term  zidovudine  (AZT)  therapy,” 
conclude  the  authors. 

JAMA  November  3,  1989 

STUDY  FINDS  HIGHER  RATE  OF 
ALZHEIMER’S  DISEASE  IN  ELDERLY 

Alzheimer’s  disease  will  be  a major  public  health 
problem  in  the  future  because  people  are  living  longer 
and  are  therefore  at  increased  risk  for  the  disease,  says  a 


report  in  the  Journal  of  the  American  Medical  Association.  f 
In  a community-based  study  of  467  non-institutiona-  t 
lized  persons  ages  65  and  above,  Denis  A.  Evans,  MD,  of 
the  Division  of  Neurology,  Brigham  and  Women’s  Ji 
Hospital,  Boston,  Mass.,  and  colleagues,  found  and 
estimated  10.3  percent  had  “probable”  Alzheimer’s 
disease.  The  prevalence  of  the  disease  was  strongly 
associated  with  age.  Of  those  65  to  74  years  old,  3 percent 
had  probable  Alzheimer’s  disease,  compared  with  18.7 
percent  of  those  75  to  84  years  old  and  47.2  percent  of  - 
those  over  the  age  of  85.  Of  community  residents  with 
moderate  or  severe  cognitive  impairment,  84.1  percent 
had  probable  Alzheimer’s  disease. 

“These  data  suggest  that  clinically  diagnosed  Alzheimer’s 
disease  is  a common  condition  and  that  its  public  health 
impact  will  continue  to  increase  with  increasing  longevity  . 
of  the  population,”  the  authors  write. 

This  study  differs  from  previous  research  on  the  inci-  j 
dence  of  Alzheimer’s  disease  beiause  it  relies  on  commu- 
nity-based data  rather  than  information  from  outpatients 
referred  for  evaluation  ¿qr  .admitted  to  tertiary-care 
medical  centers,  chronic  care  institutions  or  psychiatric  1 
hospitals.  According  to  the-awthors,  results  of  previous 
studies  may  not  accurately  reflect  the  occurrence  of  the 
disease  in  the  general  poplilation  because  findings  could  j 
have  been  influenced  by  a'variety  of  selection  factors.  I 
An  initial  3,623  residents  of  East  Boston  ages  65  and  , 
above  were  given  a brief  test  of  cognitive  function.  The 
participants  were  tested  for  memory  by  retelling  a story  f 
read  to  them  which  contained  Jhree  short  sentences  and  [ 
several  brief  ideas.  They  were  “graded”  according  to  the  pj' 
number  of  ideas  they  could  repeat  and  assigned  to  one  of  J 
three  groups  based  on  good,  intermediate  or  poor  {¡I 
memory  performance.  ' '^1 

In  the  second  phase  of  theif 'Study,  the  researchers  - 
selected  467  participants  from  among  the  three  memory 
groups  for  more  extensive  neurological  testing  and  labo- 
ratory evaluation.  Of  the  persons  who  were  clinically 
evaluated,  134  had  probable  Alzheimer’s  disease,  166 
possible  Alzheimer’s  disease,  and  1 67  had  no  evidence  of  | 
the  disease.  In  the  134  persdns  diagnosed  as  having 
probable  Alzheimer’s,  104  had,.performed  poorly  on  the  y 
memory  test.  s > / 

Noting  that  their  statistics  indicate  a higher  prevalence  ' 
of  the  disease  than  other  studies,  the  authors  suggest  that 
variances  among  all  Alzheimer’s  disease  studies  can  be  °| 
attributed  to  differences  in  sample  sizes,  methods  of  (! 
patient  screening  and  other  criteria  used  to  identify  the 
disease.  Any  estimates  concerning  the  prevalence  of 
Alzheimer’s,  they  add,  must  be  “interpreted  with  some  j 
caution.”  :| 

In  an  accompanying  editorial,  Eric  B.  Larson,  MD,  i| 
MPH,  of  the  University  of  .Washington  Medical  Center,  f; 
Seattle,  suggests  that  the  study  will  be  of  great  interest  to  h 
physicians  and  others  caring  for  an  ever  more  aged  group  v; 
of  patients.  f 

Larson  quotes  a 1981  study  which  found  that  the  pre-  I J 
valence  of  Alzheimer’s  “increases  from  2 percent  in  those  [ ' 
aged  65  to  75  years  to  about  20  percent  in  those  more  than  |j 
80  years  of  age.”  The  findings  of  the  East  Boston  study  Ej 
“are  likely  to  be  disturbing  to  the  general  public,  given  | j 
the  widespread  fear  of  Alzheimer’s  disease,  and  should  {“j 
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receive  the  careful  attention  of  health  plannersand  physi- 
cians: the  fastest  growing  segment  of  our  population  is 
I this  same  group  of  persons  more  than  85  years  old,”  he 
' says. 

JAMA  November  10,  1989 

SCATTERED  OUTBREAKS  OF  ACUTE 
RHEUMATIC  FEVER  GROWING 

After  three  decades  of  steady  decline,  scattered  out- 
breaks of  acute  rheumatic  fever  have  occurred  amoung 
U.S.  schoolchildren  and  military  personnel,  says  a report 
in  the  Journal  of  the  American  Medical  Association. 

The  report,  by  Mark  R.  Wallace,  MD,  of  the  Naval 
Hospital,  San  Diego,  and  colleagues,  found  a clustering 
of  10  rheumatic  fever  cases  in  young  men  undergoing 
basic  training  in  San  Diego.  It  is  the  first  such  outbreak  in 
two  decades  among  U.S.  military  personnel  and  the 
largest  reported  series  of  acute  rheumatic  fever  in  more 
than  decade  in  the  United  States. 

Rheumatic  fever  causes  inflammation  in  various 
tissues  throughout  the  body,  but  without  crippling  effect. 

' It  always  follows  a throat  infection  caused  by  certain 
/ strains  of  streptococcal  bacteria  and  may  permanently 
I damage  the  heart. 

Cases  of  acute  rheumatic  fever  are  common  in  undeve- 
loped countries,  but  had  virtually  disappeared  in  the 
United  States  by  the  mid-1980s  reportedly  due  to  the 
widespread  use  of  penicillin  and  decreasing  virulence  of 
the  virus.  During  the  past  three  years,  however,  several 
scattered  outbreaks  of  acute  rheumatic  fever  have  been 
reported  among  US  schoolchildren  and  isolated  cases 
among  adults.  The  report  of  10  cases  among  military 
r personnel  in  San  Diego  suggests  that  acute  rhematic  fever 
* will  again  become  a “major  public  health  problem  in 
\ North  America,”  according  to  the  authors. 

“The  dramatic  decline  in  rheumatic  fever  during  the 
. past  30  years  has  been  one  of  the  most  remarkable 
I medical  stories  of  the  century,  although  the  reasons 
) remain  unknown,”  say  the  authors.  “This  report 
■i  demonstrates  the  reemergence  of  acute  rheumatic  fever  in 
'•  yet  another  favorite  habitat,  the  military.”  The  last  major 
> outbreak  of  rheumatic  fever  at  a military  recruit  training 
Í facility  was  20  years  ago. 

In  the  early  1950s  the  U.S.  Navy  began  widespread  use 
I'  of  penicillin  in  recruit  populations  and  very  low  rates  of 
k acute  rheumatic  fever  were  recorded  by  the  late  1970s. 

{ However,  routine  preventive  penicillin  use  by  the  military 
» was  discontinued  in  1980.  Infection  rates  among  the  mili- 

itary  remained  low  until  December,  1986,  when  a 
dramatic  increase  was  reported  by  the  U.S.  Naval 
Hospital  in  San  Diego. 

“The  recent  outbreaks  in  children...  suggest  a potential 
for  resurgence  of  this  illness,”  say  the  authors.  The  study 
of  rheumatic  fever  among  military  recruits  demonstrates 
that  widespread  use  of  penicillin  among  closed  popula- 
tions “remains  an  effective  way  to  curtail  outbreaks  of 
' streptococcal  disease  and  its  serious  sequelae,”  conclude 
the  authors. 


STUDY  FINDS  GOOD  LONG-TERM 
PROGNOSIS  FOR  ANOREXIC  ADOLESCENTS 


The  majority  of  adolescent  girls  who  suffer  from  the 
eating  disorder  anorexia  nervosa  will  return  to  normal 
weight  and  resume  normal  menstrual  periods  after  treat- 
ment, says  a study  in  November’s  American  Journal  of 
Diseases  of  Children.  The  report,  by  Richard  E.  Kreipe, 
MD,  of  the  Department  of  Pediatrics,  University  of 
Rochester  Medical  Center,  N.Y.,  and  colleagues,  describes 
the  long-term  outcome  of  49  adolescent  girls  hospitalized 
for  the  treatment  of  anorexia  nervosa.  Patients  were 
interviewed  an  average  of  80  months  after  hospitaliza- 
tion. The  mean  age  at  follow-up  was  22.7  years.  From 
admission  and  follow-up,  body  weight  increased  from 
between  72  percent  to  96  percent  of  ideal  body  weight. 
Menstrual  functioning  returned  to  normal  and  no  patient 
reported  infertility.  Fewer  than  15  percent  of  patients  had 
severe,  ongoing  problems  with  their  eating  disorder.  The 
rearchers  also  found  that  educational  and  employment 
achievement  were  not  affected  by  the  disorder.  “Our  data 
suggest  that  adolescents  with  anorexia  nervosa  can  be 
treated  successfully  with  a developmentally  oriented, 
multidisciplinary  approach  that  includes  inpatient  and 
outpatient  management  based  in  pediatrics,”  the  authors 
conclude. 


DIAGNOSING  BREAST  MASSES 
IN  YOUNG  WOMEN 


Because  breast  cancer  in  women  under  age  30  is  rare, 
breast  masses  appearing  in  young  women  should  be 
managed  conservatively,  says  a study  in  November’s 
Archieves  of  Surgery.  The  authors,  Charles  M.  Ferguson, 
MD,  and  Waldo  Powell,  MD,  of  the  Deparment  of 
Surgery,  Emory  University  School  of  Medicine,  Atlanta, 
reviewed  breast  biopsy  records  of  75 1 patients  aged  40  or 
younger.  There  was  no  cancer  found  in  the  178  patients 
under  age  20  who  underwent  biopsies.  Of  150  patients 
aged  21  to  25  years,  two  had  cancer.  Beginning  at  age  26, 
there  was  a steady  rise  in  the  incidence  of  cancer  detected 
via  biopsy.  In  the  36-to  40-year  age  group,  cancer  was 
seen  in  24.4%  of  biopsies.  “A  low  rate  of  malignancy  in 
young  women  helps  to  justify  a noninvasive  approach  to 
the  evaluation  of  breast  masses...  consisting  of  aspiration 
cytology  and  possibly  mammography  before  excisional 
biopsy,”  the  authors  write.  They  also  report  finding  a 
higher  incidence  of  nonspecific  fibrocystic  disease  than 
cancer  on  biopsy.  In  456  patients  younger  than  age  3 1 , the 
authors  found  eight  cases  of  cancer,  while  102  had  non- 
specific fibrocystic  disease.  “We  are  now  cautiously 
substituting  aspiration  cytology  for  formal  biopsy  in 
women  under  the  age  of  30  with  dense  fibrocystic  disease 
and  indistinct  breast  masses,”  they  write. 
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NEW  GUIDELINES  ON  INFECTION  RISK 
" DURING  CPR  RESCUE  AND  TRAINING 


Revised  guidelines  for  cardiopulmonary  resuscitation 
(CPR)  published  in  the  Journal  of  the  American  Medical 
Association  assess  the  risk  of  disease  transmission  during 
CPR  rescue  and  training  for  both  laypersons  and  emer- 
gency services  personnel. 

Issued  by  the  Emergency  Cardiac  Care  Committee  of 
the  American  Heart  Association,  Dallas,  Texas,  the  new 
recommendations  emphasize  that  there  are  no  known 
cases  of  transmission  of  hepatitis  B virus  (HBV)  or 
human  immunodeficiency  virus  (HIV)  from  mouth-to- 
mouth  resuscitation.  The  Commiuttee  acknowledges 
there  is  a “theoretical  risk”  of  such  infection  if  either 
rescue  or  victim  has  a cut  in  or  around  the  lips  or  inside 
tholttouth  which  may  result  in  the  exchange  of  blood.  “It 
is  safest  to  assume  that  all  emergency  situations  that 
ifl^VoIve  transfer  of  certain  body  fluids  have  the  potential 
for  disease  tninsiYrission  for  both  rescuer  and  victim,”  the 
Committee  advises. 

In  a change  fi^om  previous  guidelines,  the  Committee 
suggests  that  CPR  rescuers  can  begin  chest  compressions 
before  ventilating  a victim  as  a guard  against  the  trans- 
* mission  of  disease  between  rescuer  and  victim.  Previously, 
Cte  providers  were  trained  to  blow  air  into  a victim’s 
mmith  before  administering  chest  compressions.  “As  a 
minimum  action,  in  situations  perceived  as  high-risk  for 
disease  transmission,  the  lay  rescuer  should  assess  the 
victim’s  resjjonsiveness,  call  for  help,  piosition  the  victim, 
open  the  airway,  and,  in  the  absence  of  a pulse,  perform 
chest  edmpressions.”  However,  the  Committee  warns 
that  delaying  ventilation  could  result  in  the  death  or 
disability  of  the  victim. 

According  to  the  Committee,  there  is  a “theoretical 
risk**  of  transmitting  HBV  or  HIV  through  the  use  of 
CPR  training  mannekins,  though  no  such  cases  have  been 
reported.  The  Committee  recommends  that  instructors 
Of  students  postpone  CPR  training  if  they  are  in  an  active 
stage  of  an  infection;  have  reason  to  believe  they  have 
been  exposed  to  disease;  or  have  breaks  in  the  skin  on 
their  hands  or  inside  their  mouths. 

The  Committee  also  addresses  rescuers  who  have  a 
duty  to  administer  CPR  as  a function  of  their  jobs,  such 
as  emergency  services  personnel,  firefighters,  police, 
lifeguards  and  health  care  professionals.  “Individuals 
with  a duty  to  respond  are  reminded  of  their  moral, 
ethical,  and,  in  certain  situations,  legal  obligations  to 
provide  CPR,  especially  in  the  occupational  setting,”  the 
Committee  says.  Trained  professionals  should  use  pro- 
tective masks  and  barrier  devices  during  mouth-to- 
mouth  resuscitation,  although  their  efficacy  in  preven- 
ting disease  is  not  yet  fully  known. 

“An  individual  who  has  an  acute  or  chronic  infection 
that  may  be  transmitted  by  blood  or  saliva  must  not 
participate  in  CPR  training  until  his  or  her  personal 
physician  has  reviewed  the  circumstances  carefully  and 
indicated  whether  participation  is  appropriate,”  the 
Committee  recommends.  Mannekins  should  be  decon- 


taminated after  each  training  session,  and,  where  appro- 
priate, requests  for  individual  mannekins  should  be 
honored,  the  Committee  says. 

In  an  accompanying  editorial,  Richard  O.  Cummins, 
MD,  of  the  Center  for  the  Evaluation  of  Emergency 
Medical  Services,  University  of  Washington,  Seattle, 
writes  that  “emergency  medical  and  public  safety 
personnel  remain  concerned  about  the  theoretical  possi- 
bility of  HIV  and  HBV  transmission  during  CPR,  though 
the  actual  occurrence  remains  zero.”  The  American 
Heart  Association  guidelines  “should  prevent  fear  of 
infectious  diseases  from  compromising  CPR  training  or 
performance,”  the  author  says. 

“Because  more  than  70  percent  of  sudden  cardiac 
arrests  occur  in  the  home,  most  layperson  CPR  is 
performed  on  a relative  or  acquaintance,”  Cummins 
notes.  “Students  who  take  CPR  training  are  not 
preparing  for  a resuscitation  attempt  on  a stranger,  but 
on  a close  friend  or  loved  one”  whose  health  history  and 
disease  status  will  be  known  to  the  rescuer,  he  says. 
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STUDY  FINDS  TEENAGE  SUICIDES  NOT 
, DUE  TO  IMlTi^JIVE  BEHAVIOR 

A study  in  the  Journal  of  the  American  Medical 
Association  refutes  the  notion  that  teenagers  who  are 
exposed  to  other  teen  suicides  will  be  more  likely  to  take 
their  own  lives. 

In  an  study  of  suicide  clusters  in  two  Texas  school 
districts,  Lucy  E.  Davidson,  MD,  of  the  Division  of 
Injury  Control  and  Epidemiology,  Centers  for  Disease 
Control,  Atlanta,  and  colleagues,  found  that  young 
persons  who  killed  themselves  didn’t  have  increased 
direct  or  indirect  exposure  to  previous  teenage  suicides. 
Instead,  they  exhibited  several  classic  risk  factors 
associated  with  suicide  in  general. 

Teenagers  in  the  study  who  committed  suicide  were 
more  likely  to  have  had  their  lives  disrupted  by  frequent 
changes  in  schools,  residences,  and  parental  figures.  They 
also  were  more  likely  to  have  injured  both  themselves  and 
others  as  well  as  threatened  or  attempted  to  end  their  own 
lives.  One  of  the  most  striking  findings  of  the  report,  the 
authors  say,  was  the  significance  of  interpersonal 
violence  as  a risk  factor  for  teenage  suicide.  Violent 
behavior  such  as  previous  suicide  attempts  may  put  some 
victims  at  greater  risk  for  imitating  an  earlier  suicide 
because  they  could  identify  more  strongly  with  those  who 
die  violently,  they  suggest. 

The  researchers  also  noted  that  victims  were  more 
prone  to  emotional  illness  or  substance  abuse  requiring 
hospitalization.  They  also  were  more  likely  to  have  lost 
either  a girlfriend  or  boyfriend  recently.  In  the  year 
previous  to  their  suicides,  the  victims  did  not  exhibit 
deterioration  in  either  their  school  work  or  social 
behavior.  They  were  perceived  as  intelligent,  friendly  and 
attractive  persons  who  also  were  more  easily  hurt  and  less 
happy  that  their  peers.  Victims  were  less  likely  to  have 
talked  about  death  or  suicide  or  seen  television  programs 
concerning  the  subject,  the  authors  say. 
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I “Case  subjects  were  not  more  likely  than  control 
subjects  to  have  had  direct  exposure  to  suicide  as 
measured  by  their  acquaintance  with  a person  who 

¡committed  suicide,”  the  authors  conclude.  “Similarly, 
indirect  exposure  to  suicide  through  the  media  was  not 
i associated  significantly  wiht  suicide.” 

The  study  examined  two  clusters  of  suicides  that 

[occurred  in  Texas  between  February  1983  and  October 
] 1984.  Researchers  interviewed  the  parents  of  eight 
teenagers  from  one  school  district  who  took  their  lives 
j and  six  from  a second  district.  Twelve  of  the  14  victims 
)l  were  male.  The  researchers  used  questionnaires  and 

I interviews  to  determine  possible  exposure  to  suicide  and 
interpersonal  violence,  physical  and  emotional  health, 
r personality  and  behavioral  patterns.  Information  gathered 
from  the  victims’  families  was  then  compared  to  that  of 
42  control  subjects  matched  according  to  school  district, 

. grade,  race  and  sex. 

Suicide  is  the  second  leading  cause  of  death  in  the  U.S. 
t among  persons  aged  15  to  24  years,  claiming  more  than 
) 6,000  young  adults  annually.  Identification  of  high-risk 
^ youths  through  knowledge  of  risk  factors  can  help  direct 
» preventive  services  to  susceptible  teens,  say  the  authors. 
) At  the  same  time,  they  acknowledge,  more  research  is 
Í required  to  delineate  fully  the  effects  of  exposure  to 
i suicide  among  susceptible  teenagers.  Steps  should  be 
I taken  to  minimize  potentially  imitative  suicide,  they  say. 
\ “Romanticized  or  sensational  media  coverage  of 
I suicide  may  foster  an  affinity  with  those  who  commit 
( suicide  and  confer  an  aura  of  celebrity  on  them,”  the 
jfi  authors  write.  “Mass  gatherings,  such  as  memorial 
t assemblies  at  schools,  may  foster  the  perception  of 
li  suicide  as  a powerful  act  claiming  the  special  attention  of 

¡one’s  peers.  We  believe  that  it  is  prudent  to  curtail  the 
excesses  in  public  exposure  to  suicide.” 

JAMA  November  17,  1989 
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AMA  SCIENCE  COUNCIL  REPORT:  NUCLEAR 
POWER  POSES  LITTLE  HEALTH  THREAT 


Nuclear  generated  power  in  the  United  States  is  safe 
and  poses  a smaller  health  threat  than  coal  generated 
electricity,  says  a report  in  the  Journal  of  the  American 
Medical  Association. 

A report  by  the  AMA  Council  on  Scientific  Affairs 
concludes  that  nuclear  generation  emits  no  significant 
amount  of  nuclear  radiation  into  the  atmosphere  that 
would  increase  risk  of  cancer  or  other  health  threats 
associated  with  radioactive  exposure.  Design  differences 
between  U.S.  nuclear  reactors  and  many  foreign  reactors 
also  negate  the  possibility  for  large  scale  nuclear  exposure 
from  an  explosion  similar  to  the  1986  Chernobyl  accident 
in  the  Soviet  Union. 

“Light  water  reactors”  — as  most  U.S.  power  reactors 
are  called — are  designed  so  that  temperature  increases  in 
the  nuclear  core  create  additional  empty  spaces  or  voids. 


leading  to  a reduction  in  power  known  as  negative  void 
coefficients.  The  reactor  at  Chernobyl  had  a positive  void 
coefficient,  so  that  as  temperature  and  steam  generation 
increased  so  did  p)ower,  leading  to  an  explosion  when 
operating  procedures  were  violated. 

“The  Chernobyl  disaster  would  not  have  occurred  in  a 
reactor  with  a negative  void  coefficient,  which  is  chaiac- 
teristic  of  all  U.S.  nuclear  power  plants. ..a  Chernobyl- 
type  event  cannot  occur  at  a U.S.  nuclear  power  plant,” 
according  to  the  authors.  In  the  case  of  Three  Mile  Island, 
operator  error  resulted  in  a partial  meltdown  of  the 
nuclear  core.  However,  according  to  the  U.S.  Nuclear 
Regulatory  Commission,  the  odds  of  a complete  malear 
meltdown  are  1 in  20,000  per  reactor  with  less  than  one 
percent  of  core  meltdowns  resulting  in  life-threatening 
radioactive  release. 

In  1986,  estimates  of  radiation  exposure  of  nuclear 
plant  workers  were  found  to  be  well  within  NRC- 
specified  limits  for  workers,  say  the  authors.  Safety  for 
mining  of  energy  sources  has  been  estimated  in  previous 
studies  to  cause  17.3  cases  of  illness  and  one  death  for 
uranium  miners  each  billion  watt-year,  and  279  illnesses 
and  18.1  deaths  per  billion  watt-year  for  coal  mining. 
According  to  the  authors,  “generating  electricity  by  apy 
means  entails  some  risk,”  including  the  use  of  toxic 
materials  in  solar  cells  production. 

“Long-term  effects  of  radiation  exposure  can  include 
cancer,  thyroid  disease,  cataracts,  and,  possibly,  genetic 
anomalies,”  the  Council  writes.  “The  frequency  of  these 
effects  in  an  exposed  population  is  usually  estimated 
from  the  collective  dose  to  the  population  under  the 
conservative  assumption  that  there  is  a linear  relation- 
ship between  dose  and  effect.” 

Long-term  nuclear  waste  disposal  poses  the  largest 
challenge,  say  the  authors,  and  may  have  more  sociopoli- 
tical ramifications  than  technical  problems.  After  four 
decades  of  nuclear  technology  no  historical  precedent 
exists  for  studying  risk  in  disposing  radioactive  waste, 
and  development  of  a high-level  waste  facility  has  been 
“handicapped  by  slow  evoluation  of  thought  about 
radiation  dose  limitations  that  can  ethically  be  imposed 
on  future  generations,”  say  the  authors. 

To  ensure  continued  safe  generation  of  nuclear  power 
in  the  U.S.,  the  AMA  Council  on  Scientific  Affairs 
recommends  increased  emphasis  on  energy  conservation 
and  heightened  awareness  of  nuclear  safety.  The  authors 
also  call  on  each  state  to  continue  its  efforts  to  reach  a 
January  1, 1993  goal  set  by  Congress  to  arrange  disposal 
of  nuclear  waste,  as  well  as  efforts  by  physicians  to 
improve  public  understanding  of  the  benefits  and  risks 
involved  in  nuclear  power. 
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Research  involving  animals  is  “absolutely  essential”  to 
maintaining  and  improving  health,  and  actions  which 
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disrupt  such  research  are  morally  and  philosophically 
indefensible,  says  a report  in  the  Journal  of  the  American 
Medical  Association. 

In  an  analysis  of  the  controversy  surrounding  medical 
research  using  animals,  the  AMA  Group  on  Science  and 
Technology  expresses  its  concern  about  the  efforts  of 
animal  rights  and  welfare  groups  which  interfere  with 
research.  The  report  is  a condensation  of  a broader  AMA 
“White  Paper  on  Animal  Research”  reaffirming  the 
AMA’s  support  of  humane  use  of  laboratory  animals  to 
further  medical  advances. 

Challenges  to  the  use  of  animals  in  research  can  be 
traced  back  several  centuries  both  in  the  U.S.  and  in 
Europe,  the  report  says.  The  current  animal  rights 
movement  is  supported  financially  by  a wide  spectrum  of 
people,  most  of  whom  are  well-meaning  persons  who 
care  about  animals  but  who  do  not  fully  understand  the 
diverse  philosophies  of  animal  activist  groups,  the 
authors  state. 

“They  believe  that  their  financial  contributions  pay  for 
animal  shelters  and  efforts  to  find  homes  for  stray 
animals,”  they  write.  “They  do  not  realize  that  their 
contributions  also  support  illegal  activities  that  have 
been  classified  as  terrorist  actions  by  the  U.S.  Federal 
Bureau  of  Investigation  and  the  New  Scotland  Yard.” 

“Through  bizarre  tactics,  extravagant  claims,  and 
gruesome  myths,  animal  rights  groups  have  captured  the 
attention  of  the  media  and  a sizable  segment  of  the 
public,”  the  report  says.  While  the  intensity  of  their 
efforts  may  vary,  activists  “have  a single  objective — to 
stop  scientific  research  with  animals.” 

The  authors  present  several  counterarguments  to 
changes  made  by  animal  rights  groups  that  basic  bio- 
medical research  has  no  clinical  value  and  that  alternative 
research  makes  the  use  of  animals  unecessary.  Without 
basic  research,  including  that  with  animals,  many  clinical 
advances  would  never  have  been  achieved,  they  say.  The 
authors  also  note  that  alternative  research  methods 
— such  as  computer  simulation  and  culture  technique — 
may  be  appropiate  for  certain  experiments  but  inadequate 
in  many  others  because  they  do  not  encompass  the 
physiological  complexity  of  the  whole  animal. 

The  report  concludes  that  animal  research  has  yielded 
immeasurable  benefits  to  both  humans  and  animals. 
Vaccines,  antibiotics,  pharmaceuticals,  surgical  proce- 
dures and  organ  transplantation  are  the  direct  result  of 
animal  experimentation.  Diseases  that  are  curable  or 
treatable  today  as  a result  of  animal  research  include 
diptheria,  scarlet  fever,  tuberculosis,  diabetes,  and 
appendicitis,  the  report  says. 

“These  challenges  can  only  be  addressed  by  research 
with  animals  as  an  essential  step  in  the  evolution  of 
knowledge  that  leads  to  solutions,”  the  authors  write. 
“Humans  are  the  only  alternatives  to  animals  for  this 
step.  When  faced  with  this  alternative,  most  people  prefer 
the  use  of  animals  as  the  research  model.” 

“Human  suffering  would  be  much  more  stark  today  if 
these  diseases,  and  many  others  as  well,  had  not  been 
amendable  to  treatment  and  cure  through  advances 
obtained  by  animal  research,”  they  say. 
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SUPREME  COURT  TO  HEAR  ARGUMENTS  ON 
WITHDRAWING  LIFE  SUPPORT  SYSTEMS 


An  individual’s  right  to  have  life-sustaining  medical 
treatment  withheld  — soon  to  be  decided  by  the  Supreme 
Court — is  the  focus  of  an  article  in  the  Journal  of  the 
American  Medical  Association. 

On  December  6,  the  U.S.  Supreme  Court] heard 
arguments  on  the  question  of  whether  a permanently 
unconscious  patient  has  a constitutional  right  to  have  life 
prolonging  medical  treatments  withdrawn.  The  American 
Medical  Association  has  filed  an  amicus  curiae  (“friend- 
of-the<ourt”)  brief  in  the  case  that  presents  the  issue. 
Cruzan  v Director  of  Missouri  Department  of  Public 
Health.  The  author  of  the  JAMA  article,  David 
Orentlicher,  MD,  JD,  of  the  AMA  Office  of  the  General 
Counsel,  argues  that  patients’  wishes  regarding  the 
withdrawal  of  life  support  systems  should  be  respected. 

Nancy  Cruzan  lies  in  a persistent  vegetative  state  in  a 
Missouri  hospital,  a victim  of  a car  accident  which 
occurred  nearly  seven  years  ago.  Ms.  Cruzan  has  never 
regained  consciousness.  Since  the  accident,  she  has  been 
fed  essential  nutrients  and  water  through  a tube  surgi- 
cally inserted  into  her  stomach.  Although  she  never 
executed  a “living  will,”  a lower  court  found  that 
Ms.  Cruzan  had  indicated  to  family  and  friends  before 
her  accident  that  she  would  not  want  to  be  kept  alive 
under  such  conditions.  Last  year,  however,  the  Missouri 
Supreme  Court  ruled  to  “preserve  (Nancy  Cruzan’s) 
life,”  observing  that  because  “the  patient  who  is  in  a 
vegetative  state  cannot  experience  pain  or  suffering,  arti- 
ficial nutrition  and  hydration  cannot  be  oppressively 
burdensome.” 

“Ms.  Cruzan  needs  and  deserves  our  care  and 
concern,”  says  Orentlicher.  “As  a society,  we  can  best 
serve  her  interests  by  respecting  her  wishes.”  Orentlicher 
writes  that  patients  in  a persistent  vegetative  state  — like 
Nancy  Cruzan — have  suffered  a total  loss  of  cons- 
ciousnes  but  maintain  relatively  normal  brain-stem 
function.  Thus,  while  there  is  no  intellectual  activity  or 
any  other  kind  of  awareness,  the  brain  is  still  able  to  regu- 
late the  functions  of  the  heart,  lungs,  kidneys,  and 
intestinal  tract.  A vegetative  state  maybe  termed  “persis- 
tent” if  it  lasts  for  more  than  a few  weeks;  however,  some 
experts  would  not  characterized  a vegetative  state  as 
“persistent”  unless  it  has  lasted  for  one  year,  says 
Orentlicher.  “The  diagnosis  of  permanent  unconsciousness 
can  usually  be  made  with  a high  degree  of  medical 
certainty  when  the  patient  has  been  in  a vegetative  state 
for  more  than  three  months,”  he  says.  “No  patient  has 
regained  consciousness  after  being  in  a vegetative  state  as 
long  as  Nancy  Cruzan  has  been.” 

Those  who  are  opposed  to  withdrawing  artificial 
feeding  argue  that  providing  nourishment  is  a basic 
symbol  of  a “caring  and  communal  society,”  says  the 
author.  This  should  be  balanced  with  the  “concern  for 
the  individual  as  a person,”  he  says.  “That  concern 
strongly  counsels  that  society  acquiesce  in  the  judgement 
of  the  patient  that  the  greater  compassion  and  respect  for 
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the  patient’s  humanity  will  be  achived  by  withdrawing 
artificially  supplied  nutrients.” 

The  role  of  the  family  as  the  patient’s  surrogate  deci- 
sion maker  is  critical,  says  the  author.  Family  members 
have  the  best  understanding  of  the  patient’s  preferences 
regarding  artificial  life  support.  In  addition,  family 
members  are  generaUy""  the  most  concerned  with  the 
patient’s  welfare.  Consequently,  they  are  “best  suited  to 
determine  what  an  incompetent  patient  would  have 
chosen,”  Orentlicher  writes.  Family  members  are  also 
likely  to  act  cautiously.  In  Nancy  Cruzan’s  case,  her 
parents  “waited  more  than  foyr  years  after  her  automo- 
bile accident  before  se^ng  to  have  her  gastrostomy 
feedings  discontinued.” 

The  AMA  Council  on  Ethical  and  Judicial  Affairs  has 
stated  that  when  “a  patient  is  beyond  doubt  permanently 
unconscious,  and  there  are  adequate  safeguards  to 
confirm  the  accuracy  of  the  diagnosis,  it  is  not  unethical 
to  discontinue  all  means  of  life-prolonging  medical 
treatment.” 

JAMA  November  24,  1989 

UNDERREPORTINa  AIDS  CASES  SHOWS 

NEED  FOR  IMPftW®D  SURVEILLANCE 
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The  actual  number  AIDS  cases  could  be  significantly 
higher  than  the  number  of  c^ses  officially  recorded  by 
state  health  departments,  says  a report  in  the  Journal  of 
the  American  Medical  Association. 

A study  of  hospital  discharge  records  in  South 
Carolina  from  1986  to  1987,  found  only  59.5  percent  of 
AIDS  cases  were  reported  as  required  by  state  law,  say 
George  A.  Conway,  MD,  MPH,  of  the  South  Carolina 
Department  of  Health  and  Environmental  Control, 
Columbia,  South  Carolina,  and  colleagues. 

The  authors  conducted  a computer  search  of  596,585 
hospital  discharge  records  and  found  163  cases  classified 
as  being  definitely  AIDS-related,  the  clinical  features  of 
these  cases  meeting  Centers  for  Disease  Control  criteria 
for  AIDS  diagnosis.  Of  these,  153  should  have  been 
reported  to  the  South  Carolina  AIDS  registry  at  the  time 
of  diagnosis. 

The  researchers  then  compared  the  153  reportable 
cases  with  registry  records,  finding  that  91  cases  (59.5 
percent)  had,  in  fact,  been  reported  as  required  by  state 
law.  Reporting  was  significantly  poorer  for  cases  among 
blacks  (53.1  percent)  than  for  cases  among  whites  (71.6 
percent).  Patients  treated 'with  zidovudine  (AZT)  or 
pentamidine  were  significantly  more  likely  to  be  reported 


than  those  not  receiving  these  medications.  Patients  with 
identifiable  risk  factors  for  AIDS  and  those  under  age  40 
were  also  more  likely  to  be  reported,  the  authors  say. 

“These  findings  may  have  important  implications  for 
the  interpretation  of  AIDS  surveillance  data  and  for 
planning  activities  in  which  awareness  of  complete  case 
counts  may  be  critical,”  say  the  authors.  “If  under- 
reporting to  the  degree  observed  in  this  study  is  wide- 
spread in  the  United  States,  current  estimates  regarding 
the  extent  of  the  epidemic  should  be  viewed  with 
caution.” 

Previous  studies  in  areas  with  high  concentrations  of 
AIDS  cases  found  reporting  to  be  83  to  100  percent 
complete.  This  is  the  first  published  study  of  the  accuracy 
of  AIDS  reporting  in  a state  with  a low  or  average  AIDS 
case  rate.  “It  is  possible  that  such  states,  including  South 
Carolina,  either  lack  the  resources  to  do  active  case- 
finding or  may  not  yet  have  given  high  priority  at  the  state 
health  department  level  to  surveillance  of  a disease  not 
perceived  as  especially  prevalent,”  say  the  authors. 

The  South  Carolina  reporting  system  — in  effect  since 
February,  1986 — requires  physicians,  laboratories  and 
health  care  facilities  to  notify  the  state  of  an  AIDS- 
related  case  within  one  week  by  mail  or  telephone. 
Reporting  is  permitted  without  name  in  some  regions  of 
the  state.  Only  10  to  25  percent  of  all  cases  of  common 
notifiable  diseases  are  reported  to  local  health  depart- 
ments. “For  AIDS,  however,  given  the  current  high 
social  and  economic  costs  of  the  disease,  it  is  important 
both  for  epidemiologic  studies  and  for  health  resource 
planning  to  have  as  accurate  and  complete  a case  count  as 
possible,”  the  authors  conclude. 

The  authors  suggest  that  other  factors  may  contribute 
to  the  low  reporting  rate  in  South  Carolina,  including 
physician  reluctance  to  report  patient  diagnosis,  failure 
of  physicians  to  recognize  AIDS-related  conditions,  and 
physician  unfamiliarity  with  the  case-reporting  process. 
“Future  studies  should  attempt  to  distinguish  between 
physician  nonreporting  because  of  unfamiliarity  with  the 
disease-reporting  process  and  nonreporting  for  other 
reasons,”  say  the  authors. 

In  an  accompanying  editorial,  James  W.  Buehler,  MD, 
of  the  Centers  for  Disease  Control,  Atlanta,  and 
colleagues,  argue  that  a more  active  approach  to  sur- 
veillance by  state  health  authorities  is  necessary  to  ensure 
compliance.  “Underreporting  minimizes  the  importance 
of  the  epidemic  and  threatens  the  public  health  response. 
Surveillance  of  AIDS  depends  on  reporting  by  physicians. 
It  also  depends  on  trust  in  public  health  agencies  and  on 
our  ability  to  maintain  the  confidentiality  of  AIDS  data,” 
the  authors  conclude. 

JAMA  November  24,  1989 


47 


Dr.  LaSalle  D.  Leffall,  past  president,  American  Cancer  Society. 


“If  everyone  over  50  had  checkups  for  colorectal  cancer, 
the  cure  rate  could  be  as  high  as  75%’’ 


“If  more  people  had  colorectal  cancer  checkups, 
more  people  could  be  cured,”  says  Dr.  LaSalle  D.  Leffoll, 
Jr,  M.D.,  F.A.C.S.,  Professor  and  Chairman  of  the  Depart- 
ment of  Surgery,  Howard  University  Hospital,  Washing- 
ton, D.C.  “It’s  that  simple.  You  can’t  cure  it  if  you  don’t 
know  you  have  it.”  But  if  it’s  detected  early,  the  cure  rate 
for  colorectal  cancer  is  very  high.  Your  doctor  can  per- 
form the  digital  and  proctoscopic  exams,  and  you  take 
care  of  the  simple  stool  blood  test  at  home. 

The  present  cure  rate  is  44%.  We  believe  it  could  be 
at  least  3 1 % higher.  Since  men  and  women  are  equally 
affected  by  this  disease,  we  urge  everyone  over  50  to  get 
regular  checkups  at  the  intervals  specified  in  the  box  on 
the  right. 

Fact  is,  there  will  be  130,000  new  cases  of  colorectal 
cancer  this  year.  You  can  help  us  cure  75%  of  them. 

If  you  are  not  in  the  age  group  affected,  please  pass 


this  information  on  to  someone  you  know  who  is.  The 
warning  signs  for  colorectal  cancer  are:  a change  in  bowel 
habits  and  blood  in  the  stool. 

People  with  a family  history  of  colon  or  rectal  cancer 
or  ulcerative  colitis  are  at  higher  risk  and  are  urged  to  be 
doubly  cautious. 

Help  us  raise  the  cure  rate. 

Colorectal  Cancer  Checkup  Guidelines  for  men  and 

women  over  50  without  symptoms: 

• Digital  exam  every  year 

• Stool  blood  test  every  year 

• Procto  exam  every  3 to  5 years  after  2 initial  negative 
tests  1 year  apart. 


No  one  faces 

cancer  alone. 
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Uniform  Requirements  for  Manuscripts 
Submitted  to  Biomedicai  Journais 

INTERNATIONAL  COMMITTEE  OF  MEDICAL  JOURNAL  EDITORS^ 


In  January  1978  a group  of  editors  from  some  major 
biomedical  journals  published  in  English  met  in 
Vancouver,  British  Columbia,  and  decided  on  uniform 
technical  requirements  for  manuscripts  to  be  submitted 
to  their  journals.  These  requirements,  including  formats 
for  bibliographic  references  developed  for  the  Vancouver 
group  by  the  National  Library  of  Medicine,  were 
published  in  three  of  the  journals  early  in  1979.  The 
Vancouver  group  evolved  into  the  International  Commi- 
ttee of  Medical  Journal  Editors  (ICMJE).  At  the  October 
1981  meeting  the  requirements  were  revised  slightly  and 
published  in  a second  edition  in  1982.  Since  then  the 
group  has  issued  several  separate  statements,  and  these 
have  been  incorporated  into  the  main  part  of  this,  the 
third, 'edition. 

Over  300  journals  have  agreed  to  receive  manuscripts 
prepared  in  accordance  with  the  initial,  previously 
published,  requirements.  It  is  important  to  emphasize 
what  these  requirements  imply  and  what  they  do  not. 

Firstly,  the  requirements  are  instructions  to  authors  on 
how  to  prepare  manuscripts,  not  to  editors  on  publica- 
tion style.  (But  many  journals  have  drawn  on  these 
requirements  for  elements  of  their  publication  styles). 

Secondly,  if  authors  prepare  their  manuscripts  in  the 
style  specified  in  these  requirements,  editors  of  the  par- 
ticipating journals  will  not  return  manuscripts  for 
changes  in  these  details  of  style.  Even  so,  manuscripts 
may  be  altered  by  journals  to  conform  with  details  of 
their  own  publication  styles. 

Thirdly,  authors  sending  manuscripts  to  a participat- 
ing journals  should  not  try  to  prepare  them  in  accordance 
with  the  publication  style  of  that  journal  but  should 


•Edward  J.  Huth,  M.D.;  Annals  of  Internal  Medicine.  Kathleen  King. 
M.R.C.  Path.;  The  MedicalJournal  of  Australia  Stephen  P.  Lock.  M.D.: 
British  Medical  Journal:  George  D.  Lundberg,  M.D.;  Journal  of  the 
American  Medical  Association:  Ian  Munro,  M.B.;  The  Lancet:  Magne 
Nylenna,  M.D.;  Tidskrift  for  Den  Norske  Laegeforening:  Roy  Rada, 
M.D.;  Index  Medicas:  Arnold  S.  Reiman,  M.D.;  New  England  Journal  of 
Medicine:  PovI  Rus,  Journal  of  the  Danish  Medical  Association  and 

Danish  Medical  Bulletin:  Richard  G.  Robinson,  Ch.M.;  New  Zealand 
Medical  Journal:  Bruce  P.  Squires,  M.D.;  Canadian  Medical  Association 
Journal  Dr.  Ilkka  Vartiovaara;  Finnnish  Medical  Journal:  Malcolm  S. 
M.  Watts,  M.D.;  The  Western  Journal  of  Medicine. 


► Citations  of  this  document  should  be  to  one  of  the  sources  listed 
below:  INTERNATIONAL  COMMITTEE  OF  MEDICAL 
JOURNAL  EDITORS.  Uniform  requirements  of  manuscripts 
submitted  to  biomedical  journals.  Ann  Intern  Med.  198ft:  108:258-265 
INTERNATIONAL  COMMITTEE  OF  MEDICAL  JOURNAL 
EDITORS.  Uniform  requirements  for  manuscripts  submitted  to 
biomedical  journals.  Br  Med  J 1988;  296  [In  press] 


follow  the  “Uniform  Requirements  for  Manuscripts 
Submitted  to  Biomedical  Journals.” 

Nevertheless,  authors  ‘’must  also  follow  the  instruc- 
tions to  authors  in  the  journal  as  to  what  topics  are 
suitable  for  that  journal  and  the  types  of  papers  that  may 
be  submitted  (for  example,  original  articles,  reviews, case 
reports).  In  addition,  the  journal’s  instructions  are  likely 
to  contain  other  requirements  unique  to  that  journal, 
such  as  number  of  copies  of  manuscripts,  acceptable 
languages,  length  of  articles,  and  approved  abbreviations. 

Participating  journals  are  expected  to  state  in  their 
instructions  to  authors  that  their  requirements  are  in 
accordance  with  “Uniform  Requirements  of  Manuscripts 
Submitted  to  Biomedical  Journals”  and  to  cite  a 
published  version. 

This  document  will  be  revised  at  intervals.  Inquires  and 
comments  from  Central  and  North  America  about  these 
requirements  should  be  sent  to  Edward  J.  Huth,  M.D., 
Annals  of  Internal  Medicine,  4200  Pine  Street,  Philadelphia, 
PA  19104,  USA;  those  from  other  regions  should  be  sent 
to  Stephen  P.  Lock,  M.D.,  British  Medical  Journal, 
British  Medical  Association,  Tavistock  Square,  London 
WCIH  9JR,  United  Kingdom.  Note  that  these  two 
journals  provide  secretarial  services  for  the  International 
Committee  of  Medical  Journal  Editors;  they  do  not 
handle  manuscripts  intended  for  other  journals.  Papers 
intended  for  other  journals  should  be  sent  directly  to  the 
offices  of  those  journals. 

Summary  of  Requirements 

Type  the  manuscript  double  spaced,  including  title 
page,  abstract,  text,  acknowledgments,  references,  tables, 
and  legends. 

Each  manuscript  component  should  begin  on  a new 
page,  in  the  following  sequence. 

Title  page 

Abstract  and  key  words 

Text 

Acknowledgments 

References 

Tables:  each  table,  complete  with  title  and  footnotes, 
on  a separate  page 

Legends  for  illustrations 

Illustrations  must  be  good-quality,  unmounted  glossy 
prints  usually  127  by  173  mm  (5  by  7 in.)  but  no  larger  han 
203  by  254  mm  (8  by  10  in.). 

Submit  the  required  number  of  copies  of  manuscript 
and  figures  (see  journal’s  instructions)  in  a heavy-paper 
envelope.  The  submitted  manuscript  should  be  ¡accompa- 
nied by  a covering  letter,  as  described  under  “Submission 
of  Manuscripts,”  and  permissions  to  reproduce  previously 
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published  materials  or  to  use  illustrations  that  may 
identify  human  subjects. 

Follow  the  journal’s  instruccions  for  transfer  of  copy- 
right. Authors  should  keep  copies  of  everything 
submitted. 

Prior  and  Duplicate  Publication 

Most  journals  do  not  wish  to  consider  for  publication  a 
paper  on  work  that  already  has  been  reported  in  a 
published  paper  or  is  described  in  paper  submittexl  or 
accepted  for  publication  elsewhere.  This  policy  does  not 
usually  preclude  consideration  of  a paper  that  has  been 
rejected  by  another  journal  or  of  a complete  report  that 
follows  publication  of  a preliminary  report,  usually  in  the 
form  of  an  abstract.  When  submitting  a paper,  an  author 
should  always  make  a full  statement  to  the  editor  about 
all  submissions  and  previous  reports  that  might  be 
regarded  as  prior  or  duplicate  publication  of  the  same  or 
very  similar  work.  Copies  of  such  material  should  be 
included  with  the  submitted  paper  to  help  the  editor 
decide  how  to  deal  with  the  matter. 

Multiple  publication  — that  is,  the  publication  more 
than  once  of  the  same  study  results,  irrespective  of 
whether  the  wording  is  the  same — is  rarely  justified. 
Secondary  publication  in  another  language  is  one 
possible  justification,  provided  the  following  conditions 
are  met. 

(a)  The  editors  of  both  journals  concerned  are  fully 
informed;  the  editor  concerned  with  secondary 
publication  should  have  a photocopy,  reprint,  or 
manuscript  of  the  primary  version. 

(b)  The  priority  of  the  primary  publication  is  respected 
by  a publication  interval  of  at  least  two  weeks.» 

(c)  The  paper  for  secondary  publication  is  written  for  a 
different  group  of  readers  and  is  not  simply  a 
translated  version  of  the  primary  paper;  an  abbre- 
viated version  will  often  be  sufficient. 

(d)  The  secondary  version  reflects  faithfully  the  data  and 
interpretations  of  the  primary  version. 

(e)  A footnote  on  the  title  page  of  the  secondary  version 
informs  readers,  peers,  and  documenting  agencies 
that  the  paper  was  edited,  and  is  being  published,  for 
a national  audience  in  parallel  with  a primary  version 
based  on  the  same  data  and  interpretations.  A 
suitable  footnote  might  read  as  follows:  “This  article 
is  based  on  a study  first  reported  in  the  [title  of 
journal,  with  full  reference]’’. 

Multiple  publication  other  than  as  defined  above  is  not 
acceptable  to  editors.  If  authors  violate  this  rule,  they 
may  expect  appropriate  editorial  action  to  be  taken. 

Preliminary  release,  usually  to  public  media,  of 
scientific  information  described  in  a paper  that  has  been 
accepted  but  not  yet  published  is  a violation  of  the 
policies  of  many  journals.  In  a few  cases,  and  only  by 
arrangement  with  the  editor,  preliminary  release  of  data 
may  be  acceptable,  for  example,  to  warn  the  public  of 
health  hazards. 

Preparation  of  Manuscript 

Type  the  manuscript  on  white  bond  paper,  216  by 


279  mm  (S'/j  by  1 1 in.)  or  ISO  A4(212  by  297  mm),  with 
margins  of  at  least  25mm  ( 1 in.)  Type  only  on  one  side  of 
the  paper.  Use  double  spacing  throughout,  including  title 
page,  abstract,  text,  acknowledgment,  references,  tables, 
asnd  legends  for  illustrations.  Begin  each  of  the  following 
sections  on  separate  pages;  title  page,  abstract  and  key 
words,  text,  acknowledgment,  references,  individual 
tables,  and  legends.  Number  pages  consecutively, 
beginning  with  the  title  page.  Type  the  page  number  in 
the  upper  or  lower  right-hand  corner  of  each  page. 

Title  Page 

The  title  page  should  carry  1)  the  title  of  the  article, 
which  should  be  concise  but  informative;  2)  first  name, 
middle  initial,  and  last  name  of  each  author,  with  highest 
academic  degreefs)  and  institutional  affiliation;  3)  name 
of  department(s)  and  institution(s)  to  which  the  work 
should  be  attributed;  4)  disclaimers,  if  any;  5)  name  and 
address  of  author  responsible  for  correspondence  about 
the  manuscript;  (6)  name  and  address  of  author  to  whom 
requests  for  reprints  should  be  addressed,  or  statement 
that  reprints  will  not  be  available  from  the  authors; 
7)  the  source(s)  of  support  in  the  form  of  grants,  equip- 
ment, drugs,  or  all  of  these;  and  8)  a short  running  head 
or  footline  of  no  more  than  40  characters  (count  letters 
and  spaces)  placed  at  the  food  of  the  title  page  and 
identified. 

Authorship 

All  persons  designated  as  authors  should  qualify  for 
authorship.  Each  author  should  have  participated  suffi- 
ciently in  the  work  to  take  public  responsibility  for  the 
content. 

Authorship  credit  should  be  based  only  on  substantial 
contributions  to  (a)  conception  and  design,  or  analysis 
and  interpretation  of  data;  (b)  drafting  the  article  or 
revising  it  critically  for  important  intellectual  content; 
and  on  (c)  final  approval  of  the  version  to  be  published. 
Conditions  (a),(b),  and  (c)  must  all  be  met.  Participation 
solely  in  the  acquisition  of  funding  or  the  collection  of 
data  does  not  justify  authorship.  General  supervision  of 
the  research  group  is  also  not  sufficient  for  authorship. 
Any  part  of  an  article  critical  to  its  main  conclusions  must 
be  the  responsibility  of  at  least  one  author. 

A paper  with  corporate  (collective)  authorship  must 
specify  the  key  persons  responsible  for  the  article;  others 
contributing  to  the  work  should  be  recognized  separately 
(see  Acknowledgments  and  Other  Information). 

Editors  may  require  authors  to  justify  the  assignment 
of  authorship. 

Abstract  and  Key  Words 

The  second  page  should  carry  an  abstract  of  no  more 
than  1 50  words.  The  abstract  should  state  the  purposes  of 
the  study  or  investigation;  basic  procedures  (selection  of 
study  subjects  or  experimental  animals,  observational 
and  analytic  methods);  main  findings  (give  specific  data 
and  their  statistical  significance,  if  possible);  and  the 
principal  conclusions.  Emphasize  new  and  important 
aspects  of  the  study  or  observations. 
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Below  the  abstract,  provide,  and  identify  as  such,  3 to 
10  key  words  or  short  phrases  that  will  assist  indexers  in 
cross-indexing  your  article  and  that  may  be  published 
with  the  abstract.  Use  terms  from  the  Medical  Subject 
Headings  (MeSH)  list  of  Index  Medicus;  if  suitable  MeSH 
terms  are  not  yet  available  for  recently  introduced  terms, 
present  terms  may  be  used. 

Text 

The  text  of  observational  and  experimental  articles  is 
usually  — but  not  necessarily — divided  into  sections  with 
the  headings  Introduction,  Methods,  Results,  and 
Discussion.  Long  articles  may  need  subheadings  within 
some  sections  to  clarify  their  content,  especially  the 
Results  and  Discussion  sections.  Other  types  of  articles 
such  as  case  reports,  reviews,  and  editorials  are  likely  to 
need  other  formats.  Authors  should  consult  individual 
Journals  for  further  guidance. 

Introduction:  State  the  purpose  of  the  article.  Summa- 
rize the  rationale  for  the  study  or  observation.  Give  only 
-strictly  pertinent  references, and  do  not  review  the  subject 
extensively.  Do  not  include  data  or  conclusions  from  the 
work  being  reported. 

Methods:  Describe  your  selection  of  the  observational 
or  experimental  subjects  (patients  or'  experimental 
animals,  including  controls)  clearly.  Identify  the  methods, 
apparatus  (manufacturer’s  name  and  address  within 
parenthesis  marks  [round  brackets]),  and  procedures  in 
sufficient  detail  to  allow  other  workers  to  reproduce  the 
results.  Give  references  to  established  methods,  including 
statistical  methods  (see  below);  provide  references  and 
brief  descriptions  for  methods  that  have  been  published 
but  are  not  well  known;  describe  new  or  substantially 
modified  methods,  give  reasons  for  using  them,  and 
evaluate  their  limitations.  Identify  precisely  all  drugs  and 
chemicals  used,  including  generic  name(s),  dose(s),  and 
route(s)  of  administration. 

Ethics:  When  reporting  experiments  on  human 
subjects,  indicate  whether  the  procedures  followed  were 
in  accordance  with  the  ethical  standards  of  the 
responsible  committee  on  human  experimentation 
(institutional  or  regional)  or  with  the  Helsinki  Declara- 
tion of  1975,  as  revised  in  1983.  Do  not  use  patients’ 
names,  initials,  or  hospital  numbers,  especially  in  any 
illustrative  material.  When  reporting  experiments  on 
animals  indicate  whether  the  institution’s  or  the  National 
Research  Council’s  guide  for,  or  any  national  law  on,  the 
care  and  use  of  laboratory  animals  was  followed. 

Statistics:  Describe  statistical  methods  with  enough 
detail  to  enable  a knowledgeable  reader  with  access  to  the 
original  data  to  verify  the  reported  results.  When 
possible,  quantify  findings  and  present  then  with 
appropriate  indicators  of  measurement  error  or  uncer- 
tainty (such  as  confidence  intervals).  Avoid  sole  reliance 
on  statistical  hypothesis  testing,  such  as  the  use  of  P 
values,  which  fails  to  convey  important  quantitative 
information.  Discuss  eligibility  of  experimental  subjects. 
Give  details  about  randomization.  Describe  the  methods 
for,  and  success  of,  any  blinding  of  observations.  Report 
treatment  complications.  Give  numbers  of  observations. 
Report  losses  to  observation  (such  as  dropouts  from  a 
clinical  trial).  References  for  study  design  and  statistical 


methods  should  be  to  standard  works  (with  pages  stated) 
when  possible  rather  than  to  papers  where  designs  or 
methods  were  originally  reported.  Specify  any  general- 
use  computer  programs  used. 

Put  general  descriptions  of  methods  in  the  Methods 
section.  When  data  are  summarized  in  the  Results 
section,  specify  the  statistical  methods  used  to  analyze 
them.  Restrict  tables  and  figures  to  those  needed  to 
explain  the  argument  of  the  paper  and  to  assess  its 
support.  Use  graphs  as  an  alternative  to  tables  with  many 
entries;  do  not  duplicate  data  in  graphs  and  tables.  Avoid 
non-technical  uses  of  technical  terms  in  statistics,  such  as 
“random”  (which  implies  a randomizing  device), 
“normal,”  “significant,”  “correlation,”  and  “sample.” 
Define  statistical  terms,  abbreviations,  and  most  symbols. 

Results:  Present  your  results  in  logical  sequence  in  the 
text,  tables,  and  illustrations.  Do  not  repeat  in  the  text  all 
the  data  in  the  tables,  illustrations,  or  both;  emphasize  or 
summarize  only  important  observations. 

Discussion:  Emphasize  the  new  and  important  aspects 
of  the  study  and  the  conclusions  that  follow  from  them. 
Do  not  repeat  in  detail  data  or  other  material  given  in  the 
Introduction  or  the  Results  section.  Include  in  the 
Discussion  section  the  implications  of  the  findings  and 
their  limitations,  including  implications  for  future 
research.  Relate  the  observations  to  other  relevant 
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Journal  of  Neuropathology  and  Experimental  Neurology  [i  Neuropathol 
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The  Journal  of  Nuclear  Medicine  [J  Nucl  Med] 

Journal  of  Nuclear  Medicine  Technology  [J  Nucl  Med  Technol] 

The  Journal  of  Palliative  Care  [J  Palliat  Care] 

Journal  of  Pathology  [J  Pathol] 

Journal  of  Pharmacy  Technology  [J  Pharm  Technol] 

Journal  of  Psychosomatic  Re.search  [J  Psychosom  Res] 

Journal  of  the  Royal  Army  Medical  Corps  [JR  Army  Med  Corps] 
Journal  of  the  Royal  College  of  Physicians  of  London[)  RColl  Physicians 
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Journal  of  the  Royal  College  of  Surgeons  of  Edinburgh  [J  R Coll  Surg 
Edinb] 

Journal  of  the  Royal  Nava!  Medical  Service  [J  R Nav  Med  Serv] 
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Medicina  Intensiva  [Med  Intensiv] 

Medical  Care  [Med  Care] 
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Neurology  [Neurology] 

New  Doctor  [N  Doctor] 
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New  York  State  Journal  of  Medicine  [NY  State  J Med] 

New  Zealand  Family  Physician  [NZ  Earn  Physician] 

New  Zealand  Journal  of  Medical  Laboratory  Technology  [NZ  J Med  Lab 
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New  Zealand  Medical  Journal  [NZ  Med  J] 

Newfoundland  Medical  Association  Journal 
[Newfoundland  Med  Assoc  J] 

Nigerian  Medical  Journal  [Niger  Med  J] 

No  To  Hattatsu  [No  To  Hattatsu] 

Nordisk  Medicin  [Nord  Med] 

North  Carolina  Medical  Journal  [NC  Med  J] 

Nosokomaka  Chronica  [Nosokom  Chron] 

Nursing  [Nursing] 

Obstetrics  and  Gynecology  [Obstet  Gynecol] 

Ophthalmology  [Ophthalmology] 

Otolaryngology  and  Head  and  Neck  Surgery 
[Otolaryngol  Head  Neck  Surg] 

Papua  New  Guinea  Medical  Journal  [Papua  New  Guinea  Med  J] 
Pharmacy  Management  Combined  with  the  American  Journal  of 
Pharmacy  [Pharm  Manage  Comb  Am  J Pharm] 

Pathology  [Pathology] 

Pediatric  Emergency  Care  [Pediatr  Emerg  Care] 

Peritoneal  Dialysis  Bulletin  [Perit  Dial  Bull] 

Pharmaceutisch  Weekblad  [Pharm  Weekbl] 

Pharmaceutisch  Weekblad.  Scientific  Edition  [Pharm  Weekbl  (Sci)] 
Pharmacological  Research  Communications  [Pharmacol  Res  Commun] 
Pharmacotherapy  [Pharmacotherapy] 
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Posigraduate  Doctor — Africa  [Postgrad  Doctor  Afr] 

Postgraduate  Doctor — Asia  [Postgrad  Doctor  Asia] 

Postgraduate  Medical  Journal  [Postgrad  Med  J] 

Postgraduate  Medicine  [Postgrad  Med] 

Psychiatria  Fennica  [Psychiatr  Fenn] 

Public  Health  [Public  Health] 

Puerto  Rico  Health  Sciences  Journal  [PR  Health  Sci  J] 

Quarterly  Journal  of  Medicine  [Q  J Med] 

Radiology  [Radiology] 

Revista  Chilena  de  Pediatría  [Rev  Chil  Pediatr] 

Revista  Clínica  Española  [Rev  Clin  Esp] 

Revista  de  Gastroenterologia  de  México  [Rev  Gastroenterol  Mex] 
Revisia  Española  de  Reumalología  [Rev  Esp  Reumatol] 

Revisia  Médica  de  Chile  [Rev  Med  Chil] 

Revista  Médica  del  Instituto  Mexicano  del  Seguro  Social  [Rev  Med  Inst 
Mex  Seguro  Soc] 

Revista  Mexicana  de  Anestesiología  [Rev  Mex  Anestesiol] 

Revista  Mexicana  de  Radiología  [Rev  Mex  Radiol] 

Salud  Pública  de  México  [Salud  Pública  Mex] 

Saudi  Medical  Journal  [Saudi  Med  J] 

Scandinavian  Journal  of  Dental  Research  [Scand  J Dent  Res] 
Scandinavian  Journal  of  Haematology  [Scand  J Haematol] 

Schumpert  Medical  Quarterly  [Schumpert  Med  Q] 


Schueizerische  Medizinische  Wochenschrift  [Schweiz  Med  Wochenschr] 
Sexually  Transmitted  Diseases  [Sex  Transm  Dis] 

Shinkei  Byorigaku  [Shinkei  Byorigaku] 

South  African  Medical  Journal  [S  Afr  Med  J] 

Southern  Medical  Journal  [South  Med  J] 

The  Springfield  Clinic  Medical  Bulletin  [Springfield  Clin  Med  Bull] 

Sri  Lankan  Family  Physician  [Sri  Lankan  Earn  Physician] 

Thorax  [Thorax] 

Tidsskrifr  for  den  Norske  Laegeforening  [Tidsskr  Nor  Laegeforen] 
Transactions — American  Society  for  Artificial  Internal  Organs 
[Trans  Am  Soc  Artif  Intern  Organs] 

Transfusion  [Transfusion] 

Tropica!  Gastroenlerology  [Trop  Gastroenterol] 

Ugeskrift  for  Laeger  [Ugeskr  Laeger] 

Ulster  Medical  Journal  [XJhitr  Med  J] 

Undersea  Biomedical  Research  [Undersea  Biomed  Res] 

Veterinary  Radiology  [Vet  Radiol] 

The  West  Virginia  Medical  Journal  [W  Va  Med  J] 

The  Western  Journal  of  Medicine  [West  J Med] 

WHO  Chronicle  [WHO  Chron] 

World  Health  Statistics  Quarterly  [World  Health  Stat  Q] 

World  Medical  Journal  [World  Med  J] 

Yale  Journal  of  Biology  and  Medicine  [Yale  J Biol  Med] 
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It  seems  just  about 
every  day  there's  a new 
cancer  warning.  No  won- 
der people  are  getting  a 
little  crazy.  But  there  is  a 
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information  line.  Our 
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questions  you  have  about 
prevention  or  detection. 
No  one  has  more  com- 
plete and  up-to-date 
information. 

We'll  give  you  the 
truth.  The  facts.  The  per- 
sonal guidance  to  do 
what's  right. 
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Serigrafia  del  artista  puertorriqueño  Luis  González.  El  autor  nació 
en  Corozal  el  26  de  febrero  de  1951.  Desde  temprana  edad  mostró 
interés  y habilidad  por  el  dibujo  y pintura.  Obtuvo  su  bachillerato  en  la 
Universidad  de  Puerto  Rico  en  Educación,  con  concentración  en  Arte 
donde  tomó  clases  con  Eélix  Bonilla,  Hernández  Cruz,  Balosi  y 
Augusto  Marin. 

Ha  participado  en  varias  exposiciones  individuales  y colectivas. 
Obtuvo  el  primer  premio  en  pintura  representando  su  escuela  secunda- 
ria a nivel  del  Distrito  Regional  en  Corozal. 

González  siempre  le  interesaba  la  naturaleza  y es  su  fuente  de  inspira- 
ción. Sus  pinturas  captan  con  profunda  serenidad  el  mundo  natural  y 
humano,  escenas  marinas,  nuestro  Viejo  San  Juan  y escenas  campes- 
tres. Sus  obras  se  caracterizan  por  una  clara  conciencia  del  color  local  y 
en  ellas  se  nota  una  preocupación  por  la  perspectiva  en  el  color  y el  deta- 
llismo  que  le  confieren  un  inusitado  realismo  a las  mismas.  Trabaja  sus 
pinturas  también  con  espátulas  logrando  un  efecto  de  fuerza  y relieve  en 
sus  obras.  Sus  pinturas  reflejan  un  contraste  enfatizando  casitas  de 
madera  con  modernos  edificios  al  fondo  y a la  vez  dando  la  sensación  de 
cierta  tranquilidad. 

Aprendió  la  técnica  de  la  serigrafia  en  el  taller  de  Jesús  González, 
donde  elaboraron  varias  gráficas  sobre  temas  del  Viejo  San  Juan. 

Luis  González  estableció  su  propio  taller  en  Guaynabo  en  1987, 
donde  trabaja  actualmente. 

La  obra  de  la  portada  fue  creada  por  el  autor  para  el  Comité  Organi- 
zador de  Destellos  de  la  Moda,  una  exhibición  de  modas  celebrada  en 
San  Juan  en  diciembre  de  1989.  Esta  actividad  se  viene  celebrando  en 
Puerto  Rico  hace  1 8 años  y los  fondos  recaudados  son  utiliz.ados  por  la 
Fundación  Gogui  para  ayudar  a niños  puertorriqueños  indigentes  con 
afecciones  cardíacas  que  requieren  tratamiento  quirúrgico. 

La  Junta  Editora  del  Boletín  de  la  Asociación  Médica  se  solidariza 
con  esta  compaña  e insta  a nuestros  lectores  que  adquieran  esta  bella 
serigrafia  para  sus  colecciones  privadas  y a su  vez  colaboren  con  una 
causa  tan  noble.  La  serigrafia  se  encuentra  en  la  Galería  Duey,  en  la 
Calle  Mayagüez  de  Hato  Rey.  Los  interesados  pueden  llamar  a los 
teléfonos  764-3893  ó 798-6953  y serán  visitados  en  su  oficina  o resi- 
dencia. 
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Neural  Tube  Defects:  A Study  in  Puerto  Rico 


Rafael  Fernández  F.,  MD* * ** 
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Samuel  A.  Fernández,  MD* 
Rafael  M.  Fernández,  MD,*  * 


Summary:  Recent  literature  reports  an  apparent 

decline  in  the  incidence  of  neural  tube  defects  throught  the 
world.  A revision  of  stillbirth  certificates  and  surgical 
reports  of  closure  procedures  for  open  neural  tube  defects 
was  done  in  order  to  establish  the  incidence  and  its  trend 
during  a nine  year  period  in  Puerto  Rico.  The  current  preva- 
lence of  the  syndrome  was  estimated  using  the  death 
certificates  in  addition  to  the  fore-mentioned  surgical 
reports.  Our  results  indicate  that  Puerto  Rico  carries 
probably  the  highest  incidence  of  the  US  territories  and 
that  the  trend  is  not  a declining  one. 

Myelomeningocele  is  the  most  complex  treatable  con- 
genital anomaly  of  the  central  nervous  sytem  that  is 
consistent  with  life.''  ^ This  syndrome  with  its  associated 
neurologic  and  renal  sequelae  is  now  the  single  largest 
and  most  important  deformity  syndrome  in  modern 
pediatrics.^  Within  the  wide  spectrum  of  this  syndrome,  its 
sequelae  may  range  from  unnoticed  or  negligible  mus- 
cular weakness  as  seen  with  some  meningoceles  to 
devastating  neurological,  urological,  and  musculoske- 
letal deformities  leading  to  early  fetal  death,  late 
abortions,  stillbirths,  neonatal  deaths,  or  a totally 
crippled  child. 

The  neural  tube  defects  (NTD)  are  comprised  under 
the  terms  “myelodysplasia”  and  “spinal  dysrhaphism”. 
Myelodysplasia  is  a defective  development  of  any  part  of 
the  spinal  cord  while  spinal  dysrhaphism  specifies  the 
incomplete  closure  of  the  raphe,  or  line  of  union,  of  the 
neural  tube.  The  exact  embryologic  defect  that  results  in  a 
NTD  is  unknown.  Although  many  causes  have  been 
proposed,  there  are  basically  two  general  hypothesis. 
These  are:  failure  of  closure  of  the  neural  tube,  and, 
rupture  of  the  already  closed  tube.  The  latter  seems  to  be 
the  more  favored  nowadays.  ^ 

Within  the  many  forms  of  NTD  there  are  three  terms 
that  are  frequently  encountered  and  many  times  incor- 
rectly interchanged.  These  terms  are  meningocele, 
myelomeningocele  and  rachischisis. 


Meningocele  (MC)  is  the  hernial  protrusion  of  the 
meninges  through  a defect  in  the  cranium  or  vertebral 
column.  This  term  should  be  reserved  for  those  lesions 
that  do  not  contain  nerve  tissue  in  the  sac.  The  exception 
is  a low  lying  meningocele  in  which  roots  of  the  cauda 
equina  enter  the  sac  and  then  exit  to  their  normal 
anatomic  location.  Myelomeningocele  (MMN)  is  charac- 
terized by  the  protrusion  of  the  neural  elements  into  the 
sac  which  results  in  pronounced  neurologic  defects 
usually  accompanied  by  an  abnormal  spinal  cord.  The 
sac  may  be  epithelialized  or  covered  just  by  a thin 
membrane.  Rachischisis  denotes  a complete  absence  of 
skin  with  exposure  of  muscle  and  the  dysplastic  spinal 
cord  to  the  outside  without  evidence  of  a covering.''  ^ 

Surgical  closure  of  a MMC  that  is  not  fully  covered  by 
skin  is  usually  done  in  the  first  24  hours  of  life.  This  early 
intervention  has  resulted  in  a marked  decrease  in  both  the 
central  nervous  system  infections  and  neonatal  morta- 
lity.'' 2,  8,  9,  10 

The  incidence  of  patients  suffering  from  NTD  seems  to 
vary  according  to  area  of  distribution  and  racial  origin.  It 
affects  0.1  and  4.13  per  1,000  livebirths  as  reported  by 
literature."’  Although  the  cause  of  neuro- 

spinal  dysrhaphism  is  not  known,  most  believe  that  it 
probably  multi-multifactorial  involving  racial,  genetic 
and  teratogenic  factors.^  “If  a previous  pregnancy  has 
resulted  in  a child  with  anencephaly  or  MMC,  the  risk 
rises  to  about  5%,  or  50/ 1 ,000.  If  two  such  children  have 
been  born,  the  risk  rises  to  at  least  10%.”'’  '* 

Recently,  there  have  been  a number  of  papers  that  have 
reported  a decrease  in  the  incidence  of  NTD  in  one  or 
more  of  its  manifestations.'^’  Jn  Puert  Rico, based 

on  our  clinical  experience  acquired  in  the  crippled  chil- 
dren clinics  of  the  University  Pediatric  Hospital,  we  con- 
sidered that  Puerto  Rico  could  be  an  area  of  high  inci- 
dence and  that  such  decreasing  trend  seems  unlikely  here. 
In  view  that  this  disease  has  such  a great  social,  medical, 
and  economic  impact,  we  concluded  that  we  must  obtain 
our  own  statistics  to  deal  with  the  problem.  This  study 
attempts  to  analyze  for  the  first  time  the  incidence  and 
prevalence  of  this  disease  in  Puerto  Rico. 


Subjects  and  Methods 

*Secnon  of  Orthopaedics.  University  of  Puerto  Rico  School  of  To  establish  the  incidence  of  NTD  we  considered  all 

Medicine,  San  Juan,  Puerto  Rico  stillbirths  and  children  born  with  an  open  NTD  in  a 9 

** Department  of  Orthopaedics,  Mayo  Clinic,  Rochester,  Minnesota  year  period  (1976-1984).  We  Considered  as  NTD  all 
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stillbirths  that  reported  having  MMC,  anencephaly, 
and/or  hydrocephalus  due  to  the  fact  that  many  of  these 
included  more  than  one  of  the  above  conditions.  Even 
though  many  cases  classified  as  having  multiple 
malformations  also  may  have  had  an  associated  NTD, 
these  were  not  included  in  our  study  because  of  lack  of 
information.  The  statisticson  stillbirths  were  obtained  by 
individually  reviewing  stillbirth  certificates  and  the 
official  demografhic  statistics  of  Puerto  Rico. 

The  number  of  live  births  with  NTD  was  estimated  by 
reviewing  the  surgical  reports  on  procedures  to  close  the 
spinal  cord  defect  in  all  public  and  private  hospitals 
where  this  type  of  surgery  is  performed.  Four  percent  of 
the  total  number  of  NTD  are  considered  to  be 
meningoceles.^^  Due  to  the  fact  that  these  cases  are  not 
included  in  the  primary  surgery  cases,  we  added  this  4% 
to  the  data  obtained.  The  cases  including  encephalocele, 
occipital  meningocele,  combined  spina  bifida  with 
anencephaly,  and  myelomeningocele,  that  fall  in  the 
category  of  perinatal  deaths  without  primary  spinal  cord 
surgery,  were  not  considered  due  to  unavailable  data. 

To  estimate  the  prevalence  of  the  condition  on  the 
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Island  all  death  certificates  available  with  the  primary 
diagnosis  of  “myelomeningocele”  from  1975-  1984  were 
obtained.  An  average  of  death  per  year  for  the  above 
period  was  then  calculated.  One  this  average  and  the 
estimated  number  of  live  births  with  open  NTD  were 
obtained,  we  proceeded  to  estimate  the  present  preva- 
lence on  the  Island.  The  statistics  of  mortality  were 
obtained  by  individually  reviewing  the  death  certificates 
of  the  official  demographic  statistics  of  Puerto  Rico. 

Results 

Incidence 

The  total  number  of  stillbirths  in  Puerto  Rico  and  its 
distribution  by  diagnostic  categories  per  year  for  the 
period  studied  are  shown  in  tables  I and  II,  respectively. 
There  were  9314  stillbirths  in  said  period  of  which  5239 
(56.25%)  had  an  identified  diagnosis  and  4075  (43.75%) 
were  classified  as  unknown.  The  total  number  of  NTDs 
as  defined  previously  was  63 1 . This  comprised  1 2.07%  of 
the  stillbirths  with  an  identified  diagnosis  and  6.77%  of 
the  total  stillbirths. 


Table  I 


Stillbirths  in  Puerto  Rico 


Year 

SB  Known 

% SB  Known 

SB  unknown 

% SB  unknown 

Total  SB 

NTD 

% NTD 

SB  Known 

% SB 
with  NTD 

1975 

641 

61.22 

406 

38.78 

1047 

59 

9.2 

5.64 

1976 

664 

64.15 

371 

35.85 

1035 

66 

9.94 

6.38 

1977 

514 

51.04 

493 

48.96 

1007 

57 

11.09 

5.38 

1973 

528 

55.58 

422 

44.42 

950 

55 

10.42 

5.79 

1979 

456 

53.40 

398 

46.60 

854 

61 

13.38 

7.14 

1980 

448 

54.63 

372 

45.37 

820 

64 

14.29 

7.80 

1981 

436 

56.26 

339 

43.74 

775 

67 

15.37 

8.65 

1982 

427 

56.41 

330 

43.59 

757 

57 

13.35 

7.53 

1983 

381 

53.66 

329 

46.34 

710 

49 

12.86 

6.90 

1984 

367 

54.53 

306 

45.47 

673 

43 

11.72 

6.39 

1985 

377 

54.96 

309 

45.04 

686 

53 

14.06 

7.73 

Total 

52.39 

56.25 

4075 

43.75 

9314 

631 

12.04 

6.77 

SB  = Stillbirths 

NTD  = Neural  tube  defects 


Table  II 


Stillbirths  Distribution  by  Diagnostic  Categories 


Year 

Fetal 

anoxia 

Premature 

Anencephaly 

Hydrocephaly 

MMC 

Multiple 

malformations 

OKN 

% SB 
OKN 

OUKN 

% SB 
OUKN 

1975 

176 

62 

42 

13 

4 

21 

323 

32.86 

406 

38.78 

1976 

197 

88 

42 

14 

10 

17 

296 

30.24 

371 

35.85 

1977 

154 

102 

19 

8 

30 

27 

174 

19.96 

493 

48.96 

1978 

210 

81 

43 

6 

6 

27 

155 

19.16 

422 

44.60 

1979 

129 

71 

39 

II 

1 1 

26 

169 

22.83 

398 

46.60 

1980 

99 

55 

37 

16 

1 1 

19 

211 

28.05 

372 

45.37 

1981 

76 

47 

43 

13 

II 

29 

217 

31.74 

339 

43.74 

1982 

80 

71 

33 

II 

13 

27 

192 

28.93 

330 

43.59 

1983 

69 

70 

31 

10 

8 

23 

170 

27.18 

329 

46.34 

1984 

54 

42 

27 

9 

21 

207 

33.88 

306 

45.04 

1985 

45 

36 

13 

8 

22 

221 

35.42 

309 

45.04 

Total 

1289 

725 

388 

124 

1 19 

259 

2335 

27.85 

4075 

43.75 

MMC  = Myelomeningocele 
OKN  = Other  known 
SB  = Stillbirths 
OUKN  = Other  unknown 
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Table  III  shows  the  number  of  closures  according  to 
hospital  category  from  1976  to  1984.  There  were  496 
closures  performed  for  an  average  of  55  per  year.  Over 
90%  of  these  were  done  in  public  institutions. 

The  incidences  calculated  are  depicted  on  table  IV.  The 
average  incidence  for  NTDs  was  15.68  per  10,000  births. 
The  average  incidence  for  live  open  NTDs  was  7.75  per 
live -births.  Since  this  number  represents  96%  of  the  total 
NTDs,  as  stated  aboved,  the  incidence  of  children  born 
with  a NTD  in  Puerto  Rico  can  be  estimated  to  be  8.06 
per  10,000  live-births. 

Table  III 


Closures  According  to  Hospital  Category 


Year 

Public 

Private 

Total/Year 

1976 

52 

13 

65 

1977 

66 

2 

68 

1978 

41 

1 

42 

1979 

41 

5 

46 

1980 

41 

12 

53 

1981 

51 

7 

58 

1982 

50 

3 

53 

1983 

50 

4 

54 

1984 

56 

1 

57 

Total 

448 

48 

496 

Table  IV 

Neural  Tube  Defects  Incidence 


Live  open  NTD/ 

Year 

NTD/10,000  Birtbs 

10,000  Live-births 

1976 

17.45 

3.64 

1977 

16.28 

8.92 

1978 

12.50 

5.33 

1979 

14.07 

5.96 

1980 

15.57 

6.98 

1981 

17.05 

7.85 

1982 

15.27 

7.21 

1983 

15.05 

7.76 

1984 

15.16 

8.53 

Average 

15.68 

7.75 

NTD  = Neural  tube  defects 

Table  V 

Prevalence 


Year 

NTD 

MMC  Deaths 

1975 

59 

18 

1976 

66 

20 

1977 

57 

9 

1978 

55 

II 

1979 

61 

8 

1980 

64 

6 

1981 

67 

16 

1982 

57 

8 

1983 

49 

10 

1984 

43 

8 

Total 

578 

114 

Estimated  prevalence  at  1978  = 603 


NTD  = Neural  tube  defects 
MNC  = Myelomeningocele 


Prevalence 

Table  V enumerates  the  patients  that  died  with  the 
primary  diagnosis  of  “myelomeningocele”  from  1975  to 
1984.  The  average  values  of  the  total  NTDs  and  MMC 
deaths  reported  until  1984  were  used  to  estimated  the 
1986-87  Island  prevalence  of  the  condition.  This 
estimated  prevalence  of  children  born  since  1975  would 
be  603  patients. 

Discussion 

In  analyzing  the  data  obtained  for  stillbirths  certain 
trends  can  be  observed.  The  total  number  of  stillbirths 
per  year  has  declined  steadily  for  the  period  studied  as  has 
the  number  of  stillbirths  per  1,000  live  births  (Graph  1). 


(Graph-1 ) TOTAL  STILLBIRTHS  PER  1,000  LIVEBIRTHS  IN  PUERTO  RICO,  1976-84. 


YEAR 


SB  ■ Stillbirths 
LB  - Livebirths 

There  is  a definite  decreasing  tendency  of  the  two  main 
known  diagnoses  as  compared  to  the  relatively  stable 
tendency  of  NTDs  (Graph  2).  Therefore,  the  percentage 
of  stillbirths  with  a NTD  diagnosed  has  been  currently 
increasing  (Graph  3).  Although  NTDs  comprised  a 
12.04%  of  the  average  stillbirths  with  reported  diagnoses, 
its  true  value  may  well  lie  between  6.77%  and  12.04%. 
This  is  due  to  the  fact  that  this  defect  may  be  easily 
recognized  as  compared  to  many  others  that  probably 
constituted  the  majority  of  the  unknown  diagnoses. 

According  to  our  gathered  data  we  have  found  that  in 
Puerto  Rico,  except  for  a low  peak  in  1978-79,  the  NTD 
incidence  has  remained  fairly  constant  throughout  the 
study  period  (Graph  4).  This  low  peak  may  represent  a 
particular  finding  or  the  natural  oscillating  history 
reported  for  this  disease.'^  This  finding  contrasts  with 
recent  literature  which  reports  a progressive  fall  in  the 
incidence  reported  nationwide  and  throughout  the 
world. This  is  both  true  for  stillbirth  and  live 
births  with  NTD’s.  We  believe  this  different  trend  to  be 
partialy  due  to  early  detection  programs  available  and 
partly  due  to  the  natural  oscillating  history  of  this  condi- 
tion.'^ Early  detection  programs  for  these  conditions  are 
practically  non  existent  on  the  Island  at  the  present  time. 
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(Craph-2)PUERT0  RICO  MAIN  DIAGNOSES  OF  STILLBIRTHS , 1976-85 


Legend: 

Fetal-Anoxia 

Premature 

^ Total  NTD 


YEAR 


NTD  • Neural  Tube  Defects 


(Graph-3)  % STILLBIRTHS  WITH  NEURAL  TUBE  DEFECTS  DIAGNOSED 


YEAR 


In  1983  Greenberg,  Levy,  and  Godfrey  reported  a 
computer  model  that  estimated  that  the  highest  incidence 
of  children  born  with  an  open  NTD  in  continental  US  ; 

could  be  8 per  10,000  live  births  in  the  Southern  Appala-  f 

chian  region.”  It  then  becomes  evident  that  Puerto  Rico 
carries  the  highest  incidence  when  considering  all  US 
territories.  The  average  of  8.06  per  10,000  live  births 
represent  a minimum  incidence,  since  only  available  data 
was  analyzed.  No  adjustment  factors  to  account  for 
incomplete  sources  of  data  were  considered  except  for  a 
4%  increase  in  the  total  number  of  NTDs  due  to 
meningocele  that  do  not  undergo  a closure  procedure.” 

The  average  incidence  of  NTDs  including  stillbirths 
was  calculated  to  be  15.68  per  10,000  births  with  peaks 
occuring  in  1976  (17.45)  and  1981  (17.05).  We  have  strong 
evidence  that  suggests  that  the  highest  risk  health  areas  of 
populations  greater  than  100,000  on  the  Island  may  well 
have  a twofold  increase  in  the  expected  risk  of  conceiving 
a child  with  this  condition.  In  light  of  the  recent  decreases 
reported  by  Lorber  in  the  British  Islands,  and  knowing 
that  they  have  been  considered  to  carry  the  highest 
reported  incidences  of  this  condition  in  the  last  quarter  of 
a century,  it  seems  that  Puerto  Rico,  unfortunately,  may 
be  in  a position  of  acquiring  a similar  rate  of  morbidity. 

Regarding  the  prevalence  estimated  on  patients  born 
since  1975,  this  may  represent  a higher  count  if  a conside- 
rable amount  of  these  patients  died  with  another  primary 
diagnosis  reported.  This  may  well  be  true  due  to  the 
higher  incidence  of  associated  anomalies,  especially 
renal,  associated  with  this  syndrome.  Due  to  the  great 
economical  burden  that  the  treatment  of  this  condition 
entitles,  the  majority  of  these  patients  are  treated  through 
the  Crippled  Children’s  Program  and  seen  in  the  multi- 
disciplinary clinics  at  our  Institution.  According  to  our 
clinical  records  approximately  375  are  being  currently 
followed.  The  true  prevalence  may  well  lie  somewhere  in 
between  these  values. 


Conclusion 


(Graph-4) INCIDENCE  OF  NEURAL  TUBE  DEFECTS 


YEAR 

NTD  • Neural  Tube  Defects 

LONTD  - Live  Open  Neural  Tube  Defects 


Our  data  suggests  that  Puerto  Rico  has  one  of  the 
highest  reported  incidence  of  NTDs  at  the  present  time. 
Furthermore,  the  published  declining  trends  in  other 
parts  of  the  U.S.  and  other  foreign  countries  do  not  seem 
to  hold  for  the  Island.  Taking  the  above  into  considera- 
tion, and  knowing  that  the  present  prevalence  carries  a 
high  socio-economic  impact,  we  conclude  that  establi- 
shing a patient  education  and  prevention  program  is 
likely  to  result  in  a considerable  benefit  to  our  Island. 


Resumen:  La  literatura  reporta  una  aparente  disminu- 

ción en  la  incidencia  de  defectos  del  tubo  neural  a través  del 
mundo.  Una  evaluación  de  9 años  de  certificados  de 
natimuertos  y de  reportes  quirúrgicos  de  procedimientos  de 
cierre  de  los  defectos,  arroja  la  evidencia  de  que  Puerto 
Rico  probablemente  posee  la  más  alta  incidencia  de  todos 
los  territorios  de  Estados  Unidos  y que  esta  tendencia  no 
está  disminuyendo. 
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Resumen:  Veintitrés  miembros  de  una  familia  afectada 

por  nefritis  familiar  fueron  estudiados  a lo  largo  de  tres 
generaciones.  La  incidencia  de  manifestaciones  auditivas, 
oculares  y hematológicas  fue  baja.  Se  encontró  que  cuatro 
de  los  pacientes  del  sexo  masculino  con  nefritis  también 
presentaron  criptorquidismo. 

En  este  reporte  documentamos  la  ocurrencia  no  previa- 
mente registrada  de  criptorquidismo  en  asociación  con  la 
enfermedad  de  Alport.  Se  describen  las  características  de  la 
enfermedad  en  esta  familia  y se  ofrece  un  repaso  de  la 
literatura  sobre  el  tema. 

La  Enfermedad  de  Alport  es  un  tipo  de  nefritis  here- 
ditaria crónica,  asociada  con  la  pérdida  de  la  audi- 
ción y anomalías  oculares.  Sus  manifestaciones  clínicas, 
patrones  hereditarios,  y cambios  histológicos  son 
variables. 

La  nefritis  hereditaria  de  Alport  puede  presentarse 
desde  temprana  edad,  pero  usualmente  los  primeros 
síntomas  aparecen  a partir  de  los  6 años,*’  ^ consistente 
en  episodios  de  hematuria  gruesa.  Paulatinamente 
desarrollan  las  otras  manifestaciones  de  fallo  renal 
crónico  y sordera,  ambos  de  manera  progresiva;  y en 
algunos  casos  hay  anomalías  oculares  tales  como: 
catarata,  keratocono  y esferofaquia.  Los  varones  son 
más  severamente  afectados  y evolucionan  al  fallo  renal 
permanente  entre  la  segunda  y tercera  década  de  vida. 

Las  hembras,  por  lo  general,  tienen  una  duración  de 
vida  normal  y,  como  es  de  esperarse,  son  las  que  más  fre- 
cuentemente estarán  trasmitiendo  la  enfermedad  a las 
próximas  generaciones.  Se  considera  que  la  heterogeni- 
cidad  genética  es  el  mecanismo  más  probable  envuelto  en 
la  transmisión  de  esta  enfermedad.  Hay  un  20%  sin  histo- 
rial familiar  los  cuales  se  presumen  ser  mutaciones.^ 

Los  cambios  patológicos  más  frecuentes  son  desdobla- 
miento y reducción  en  el  grosor  de  la  membrana  basal, 
con  acumulación  de  partículas  esféricas  ultraestructu- 
rales.  Estos  cambios,  sin  embargo,  no  son  específicos.  Se 
han  descrito  familias  con  el  cuadro  clínico  típico  de 
Alport  que  no  los  presentan. 

Es  importante  señalar  que  los  pacientes  con  nefritis 
hereditaria  de  Alport  y fallo  renal  permanente  son  candi- 
datos para  diálisis  y transplantes. 


* Departamento  de  Pediatría.  Hospital  Regional  de  Caguas,  Caguas, 
Puerto  Rico 

**Departamento  de  Patología.  Hospital  de  Veteranos.  Río  fíedras. 
Puerto  Rico.  Publicación  Postuma 


En  Puerto  Rico  hemos  dado  seguimiento  a un  grupo  de 
familias  con  esta  condición.  En  unas  de  estas  se  encontró 
una  asociación  con  criptorquidismo.  Esperamos  que  la 
documentación  de  este  hallazgo  no  reportado  previa- 
mente resulte  de  interés  y utilidad  a la  comunidad 
médica. 


Materiales  y Métodos 

El  material  clínico  lo  constituyeron  23  individuos  per- 
tenecientes a tres  generaciones  de  una  familia  afectada 
por  la  enfermedad  de  Alport.  (Fig.  1 y Tabla  I).  Se 
obtuvo  historial  y examen  físico  de  todos  los  miembros 
pertenecientes  a la  segunda  y tercera  generación. 


Figura  1.  Familigrama 
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Nota:  La  consaguinidad  del  11-6  se  da  con  un  paciente  por  parte  del  padre. 


Tabla  I 


Edad,  Sexo  y Presencia  de  Insuficiencia  Renal  de  los 
Miembros  de  la  Familia  Afectados 


Paciente 

Edad 

Sexo 

Insuficiencia 

renal 

adre' 

62 

0 + 

SI 

ll-l 

15 

o 

NO 

11-2 

29 

o 

SI 

II-3 

25 

o 

NO 

II-4 

13 

o 

NO 

II-5 

28 

o + 

NO 

II-6 

25 

o -t- 

SI 

II-7 

23 

o + 

SI 

1II-6 

19 

o + 

NO 

1II-2 

15 

0 

NO 

62 


Asociación  de  Criplorquidismo  con... 


Sol.  Asoc.  .Med.  l’  Rico  - l'chrero  IWO 


La  distribución  por  sexo  fue  de  once  varones  y doce 
hembras.  Siete  de  estos  pacientes  fueron  biopsiados.  Los 
especímenes  fueron  sometidos  a estpdios  de  microscopía 
de  luz,  microscopía  eléctrica  e inmunofluorescencia. 
Otros  estudios  llevados  a cabo  fueron;  contaje  y estudios 
morfológicos  de  las  plaquetas,  audiogramas,  y evalua- 
ciones oftalmológicas. 

Resultados 

La  mayor  penetración  y expresión  del  síndrome  en  esta 
familia  de  veintitrés  miembros  se  observó  en  los  sujetos 
pertenecientes  a la  segunda  generación.  No  hubo  diferen- 
cias significativas  en  severidad  y frecuencia  entre  varones 
y hembras.  En  general  la  afectación  fue  moderada. 
Cuatro  pacientes  de  los  diez  con  el  diagnóstico  tenían 
insuficiencia  renal,  definida  como  una  depuración  de 
creatina  inferior  a 90ml/min./L73  m^  en  los  varones  y 
77ml/min./m^  en  las  hembras.  La  edad  promedio  de  los 
afectados  fue  25  años  (Tabla  I). 

En  tres  de  los  cuatro  varones  pertenecientes  a la 
segunda  generación  se  confirmó  el  diagnóstico  de  nefritis 
hereditaria  tipo  Alport  por  los  hallazgos  en  el  tejido 
renal.  También  se  encontró  que  estos  mismos  tenían  crip- 
torquidismo,  dos  bilaterales  y dos  unilaterales.  Tres 
tenían  azospermia.  Los  miembros  varones  de  la  tercera 
generación  no  presentaron  evidencia  de  enfermedad 
renal.  (Tabla  II). 

De  las  cinco  pacientes  femeninas  pertenecientes  a la 
segunda  generación,  tres  fueron  encontradas  con  nefritis 
hereditaria,  y dos  diagnósticos  confirmados  mediante 
examen  del  tejido  renal.  En  las  otras  no  se  detectaron 
anormalidades  de  ningún  tipo.  El  Caso  II-5  tuvo  tres 
descendientes  varones.  El  Caso  II-6,  en  unión  con  un 
primo  por  parte  de  padre,  procrearon  una  niña  con 
hematuria  y sordera  y un  niño  que  no  pudo  ser  evaluado. 
(Rehusó  el  examen  médico).  Las  pacientes  II-7  y II-9 


Tabla  II 


Resumen,  por  Generaciones  de  Hallazgos  Clínicos 


No  de 

Pacientes 

Hallazgos 

Total 

II 

III 

II 

III 

II 

III 

Criplorquidismo 

40 

N.A. 

N.A. 

4 

0 

Bilateral 

2 

0 

N.A. 

N.A. 

2 

0 

Unilateral 

2 

0 

N.A. 

N.A. 

2 

0 

Proteinuria 

4 

0 

3 

1 

7 

1 

Nefrótica 

0 

0 

1 

0 

0 

No  nefrótica 

4 

0 

3 

1 

Insuficiencia  renal 

I 

0 

2 

0 

3 

Hematuria 

4 

0 

3 

1 

7 

Micro 

1 

0 

3 

1 

4 

1 

Macro 

3 

0 

0 

0 

3 

0 

Hipertensión 

1 

0 

2 

0 

3 

0 

Audiograma  anormal 

2 

0 

1 

1 

3 

1 

Megatrombocitopenia 

Evaluación 

0 

0 

0 

0 

0 

0 

oftalmológica  anormal 

1 

1 

0 

0 

1 

1 

II  = segunda  generación 

III  = tercera  generación 
N.A.  = No  aplica 


tuvieron  hijos  que  al  momento  del  estudio  no  presenta- 
ron evidencia  de  enfermedad  renal. 

En  la  segunda  generación  se  encontró  un  total  de  siete 
casos  de  nefritis  hereditaria  comprobados  por  biopsia. 
En  la  tercera  generación  se  encontró  un  caso  de  nefritis 
indeterminado  entre  los  trece  miembros  que  la  compo- 
nían. También  hay  que  considerar  el  Caso  II-2,  que  solo 
presentaba  anomalías  oculares  severas,  como  positivo. 

En  tres  casos  se  encontró  hipertensión,  uno  de  los 
cuales  presentó  en  el  tejido  renal  cambios  adicionales 
sugestivos  de  glomerulonefritis  proliferativa  con  depósi- 
tos de  complejos  inmunes.  Posteriormente  desarrolló  un 
cuadro  de  lupus  sistémico  generalizado. 

La  incidencia  de  sordera  fue  baja  y no  muy  severa: 
cuatro  casos  en  las  tres  generaciones  (Tabla  II). 

Todos  los  pacientes  con  nefritis  hereditaria  manifes- 
taron proteinuria  y hematuria.  Pero  solamente  uno 
desarrolló  el  síndrome  nefrótico,  el  cual  se  manifestó 
durante  el  embarazo  de  una  de  las  pacientes,  y de  manera 
transitoria,  (Tabla  II).  De  los  pacientes  que  presentaron 
hematuria,  tres  varones  reportaron  hematuria  macros- 
cópica. 

Los  estudios  plaquetarios  fueron  normales  en  morfo- 
logía y número.  Las  evaluaciones  oftalmológicas  revela- 
ron dos  casos  con  anomalías,  ambos  varones,  pertene- 
cientes a la  segunda  y tercera  generación  respec- 
tivamente. 

Los  estudios  demostraron  que  los  cambios  más 
frecuentes  en  la  microscopía  de  luz  fueron  la  prolifera- 
ción en  áreas  mesangiales  y la  fibrosis  intersticial.  Bajo 
microscopía  electrónica  se  demostraron  los  cambios 
típicos  de  nefritis  hereditaria  descritos  en  la  literatura: 
rompirpiento  y disminución  en  el  grosor  de  la  membrana 
basal  y la  hipertrofia  del  mesangio'*’  ^ (Tabla  III).  Los 
estudios  de  inmunofluorescencia  directa  fueron  nega- 
tivos para  depósitos  de  IgG,  IgA,  IgM  y BIC. 


Tabla  III 


Cambios  Hístopatológícos  en  Microscopía  Electrónica 


M 

F 

Total 

Mebrana  basal 

- Células  espumosas 

- Engrosamiento  irregular 

3 

1 

3 

6 

- Edema 

2 

1 

3 

- Expósitos  granulares 

1 

2 

3 

- Desdoblamiento  focal 

1 

2 

3 

- Fenestración 

1 

2 

3 

- Desdoblamiento  múltip'” 

2 

1 

3 

Mesangio 

- Hipertrofia  del  matriz 

4 

3 

7 

- Edema 

1 

1 

2 

- Depósitos  electrodensos 

1 

1 

Células  endoteliales:  partículas  virales 

2 

2 

Capilares:  membrana  basal  hipoplástica 

0 

2 

2 

Células  epiteliales 

- Edema 

0 

2 

2 

- Hipertrofia 

0 

2 

2 

Túbulos  proximales:  hipoplasia  de  la 

membrana  basal 

1 

1 
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Discusión 

La  primera  descripción  de  un  síndrome  de  nefritis 
familiar  fue  hecha  a finales  del  Siglo  XIX  por  varios 
autores.  L.G.  Guthrie  en  el  año  1902,  reportó  una  familia 
británica  con  nefritis  progresiva  que  luego  Alport  estudió 
y reportó  la  asociación  con  sordera  en  el  1926.  Final- 
mente Sohar,®  en  el  1956,  señaló  una  tercera  anor- 
malidad como  parte  del  cuadro  clínico:  defectos  oculares. 
Recientemente  se  ha  descrito  la  megatrombocitopenia 
como  una  cuarta  característica,  pero  ocurre  con  mucho 
menos  frecuencia.  En  la  familia  que  hemos  estudiado  no 
fue  posible  encontrar  todas  las  manifestaciones  de  la 
enfermedad  en  la  mayoría  de  sus  miembros.  Es  posible 
que  al  momento  de  las  evaluaciones  clínicas  muchos  de 
los  casos  aún  no  hubieran  manifestado  el  envolvimiento 
auditivo  y ocular  o que  los  mismos  no  estuvieran  con  la 
expresividad  usual."* 

Hay  otros  tipos  de  hamaturia  familiar  que  es  impor- 
tante reconocer.  Tenemos,  en  primer  término,  hematuria 
con  deterioro  renal  progresivo,  pero  sin  pérdida  de 
audición.  En  ésta  el  fallo  renal  ocurre  más  tardíamente 
que  en  los  pacientes  con  la  enfermedad  de  Alport.  Los 
adultos  con  esta  condición  tienen  la  membrana  basal  de 
los  capilares  glomerulares  normal,  pero  en  los  niños  es 
fina.  Su  transmisión  es  autosómica  dominante.  Por  otra 
parte  tenemos  la  hematuria  familiar  benigna,  de  transmi- 
sión también  autosómica  dominante.  Presenta  con  fre- 
cuencia membranas  básales  extremadamente  finas, 
(aprox.  1500  Á),  siendo  este  hallazgo  persistente  a todas 
las  edades.  La  hematuria  familiar  benigna,  a diferencia 
del  Alport  y de  la  hematuria  con  deterioro  renal  progre- 
sivo, tiene  un  pronóstico  excelente. 

El  síndrome  de  Alport  se  ha  reportado  en  más  de  250 
familias,  pertenecientes  a todas  las  razas.  Con  una  distri- 
bución geográfica  mundial,^  y siendo  la  más  frecuente  de 
las  nefritis  hereditarias,  llega  a ser  la  causa  de  fallo  renal 
permanente  en  0.6-2. 3%  de  todos  los  pacientes  en 
programas  de  hemodiálisis’>  *.  La  incidencia  en  Puerto 
Rico  posiblemente  sea  similar  a la  reportada  en  otras 
partes  del  mundo,  pero  en  la  actualidad  en  un  dato 
desconocido. 

El  diagnóstico  frecuentemente  se  hace  en  la  niñez 
temprana.  En  algunos  casos,  se  ha  observado  al  nacer.’ 
Frecuentemente  las  primeras  manifestaciones  ocurren  en 
varones  menores  de  6 años,  (un  14%  de  los  casos).  Los 
varones,  en  general  tienen  pronóstico  ominoso.  La 
mayor  parte  de  ellos  desarrollan  fallo  renal  permanente, 
y de  no  recibir  diálisis  y/o  transplante  renal  inevita- 
blemente morirán  antes  de  los  40  años.  En  las  pacientes 
femeninas  el  diagnóstico  se  hace  usualmente  durante  la 
vida  adulta  lo  cual  guarda  relación  con  la  forma  relati- 
vamente benigna  en  que  suele  afectarlas  esta  enfermedad. 
El  embarazo  parece  empeorar  transitoriamente  la  enfer- 
medad, pero  usualmente  tienen  una  duración  de  vida 
normal. 

La  forma  usual  de  presentación  es  hematuria  macros- 
cópica episódica.  La  proteinuria  no  nefrótica  es  un 
hallazgo  frecuente  en  el  síndrome  de  Alport.  La  proteinuria 
mayor  de  Igm  en  24  horas,  persistente  y progresiva,  tiene 
un  significado  ominoso.  El  síndrome  nefrótico  no  es  de 
aparición  excepcional,  pero  lo  vemos  más  frecuente- 


mente en  los  pacientes  que  siguen  un  curso  desfavorable, 
en  asociación  con  hipertensión  y fallo  renal. En  la 
familia  de  nuestro  estudio  la  presentación  de  hematuria  y 
proteinuria  siguió  el  patrón  más  frecuentemente  repor- 
tado en  la  literatura.  Hubo  sólo  un  paciente  con  protei- 
nuria masiva,  y ocurrió  transitoriamente  durante  el 
embarazo. 

La  sordera  neurosensorial  se  manifiesta  inicialmente 
en  las  frecuencias  de  4000-8000  Hz  (tonos  altos  sólo 
detectables  por  audiometría).  A medida  que  empeora  se 
extiende  a otras  frecuencias.  El  nervio  auditivo  y el 
órgano  de  Corti  son  las  áreas  afectadas.  Por  lo  general  se 
detecta  alrededor  de  los  8-10  años;  y ocurre  más 
frecuentemente  en  varones.  Las  aparición  temprana  de  la 
sordera  correlaciona  en  algunos  pacientes  con  un  curso 
progresivo  del  deterioro  renal.  Usualmente  es  bilateral, 
pero  puede  ser  asimétrica.  Cassady'®  encontró  en  su  serie, 
que  25%  de  los  varones  menores  de  19  años  tenían 
anormalidades  auditivas.  Otros  autores  reportan  una 
incidencia  general  de  un  59  a 85%.'*  En  nuestra  familia 
fue  de  un  15%  (Tabla  III).  La  enfermedad  renal  severa 
podría  ocurrir  sin  envolvimiento  auditivo.  Hay  familias 
descritas  en  que  transcurre  una  generación  completa  sin 
problemas  auditivos.  Por  otra  parte,  se  han  reportado 
pacientes  pertenecientes  a familias  con  Alport  que 
presentan  sordera,  sin  sufrir  la  nefritis.  Vemos,  pues,  que 
esta  característica  de  la  enfermedad  de  Alport  puede 
variar  en  su  presentación.  En  algunas  ocasiones,  parti- 
cularmente en  las  pacientes  femeninas,  la  afectación 
auditiva  puede  ser  subclínica.  Es  posible  que  en  la  familia 
que  reportamos  haya  algunos  de  estos  casos,  pues,  no  fue 
posible  hacer  audiogramas  a todos  los  miembros.  El  uso 
de  audífonos  no  produce  resultados  beneficiosos  en 
todos  los  casos.  En  los  casos  más  severos  la  expresión 
oral,  como  consecuencia,  se  afecta  adversamente. 

Las  manifestaciones  oculares  son  menos  frecuentes 
que  la  nefritis  y la  sordera.  Su  ocurrencia,  no  obstante, 
son  parte  comprobada  de  este  síndrome.  Las  lesiones  más 
frecuentemente  reportadas  son:  lenticono  anterior  y 
posterior,  cataratas  (anteriores  y posteriores)  y cambios 
maculares  consistentes  en  granulaciones  amarillas  blan- 
quesinas  alrededor  de  la  fovea.  Estas  lesiones  correla- 
cionan con  un  pronóstico  pobre. ''*  En  la  tercera 
generación  un  paciente  varón  (III-2)  se  encontró  con 
anomalías  oculares. 

Eckstein  describió  en  el  1975  dos  familias  no  relacio- 
nadas que  presentaron  trombocitopenia  severa  y plaque- 
tas gigantes.'^  En  la  serie  de  58  casos  de  M.  Gubler,  18 
tenían  megatrombocitopenia.  Estos  casos  se  caracteri- 
zaron por  tener  prolongación  en  el  tiempo  de  sangría 
(“bleeding  time”)  y adherencia  defectuosa  al  cristal.  Se 
ha  encontrado  que  el  defecto  en  las  plaquetas  se 
encuentra  en  los  pacientes  con  nefritis  o sordera  y ausente 
en  los  familiares  no  afectados.  En  la  familia  objeto  de 
nuestro  estudio  no  se  encontraron  anomalías  plaquetarias. 

Hay  una  serie  de  condiciones  que  se  han  reportado  en 
asociación  al  síndrome  de  Alport.  Podemos  mencionar: 
disfunción  cerebral,  polineuropatía,  hiperprolinemia, 
ictiosis,  síndrome  de  Fanconi,  paladar  hendido,  aracno- 
dactilia,  lesiones  de  la  válvula  mitral,  historial  frecuente 
de  fiebre  reumática,  presencia  de  anticuerpos  antitiroi- 
deos, anormalidades  de  la  piel,  aminoaciduria.  La  mayor 
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parte  de  los  miembros  de  esta  familia  fueron  estudiados 
para  identificar  algunas  de  estas  condiciones  mencio- 
nadas, pero  todas  las  pruebas  resultaron  negativas. 

La  patología  renal  de  la  nefritis  hereditaria  tipo  Alport 
se  caracteriza  por  daño  glomerular  y/o  túbulo  intersticial 
progresivo  que  es  generalmente  mucho  más  severo  en  los 
varones  y frecuentemente  produce  insuficiencia  renal 
permanente  entre  la  tercera  y cuarta  década.  En  algunos 
casos  el  daño  glomerular  predomina  sobre  el  daño  en  el 
tejido  túbulo  intersticial.  La  patología  renal,  en  la  gran 
mayoría  de  los  casos,  se  obtenía  de  material  de  autopsia, 
generalmente  con  casos  de  enfermedad  renal  terminal 
donde  siempre  es  difícil  o imposible  diferenciar  una 
nefritis  intersticial  de  una  glomerulonefritis,  ya  que, 
ambos  nos  muestran  daño  severo  túbulo  intersticial  y 
glomerular.  Con  el  uso  de  las  neveras  termales  (IF  y EM) 
la  biopsia  percutánea  renal  se  popularizó  y actualmente 
podemos  demostrar  los  defectos  en  las  membranas 
básales,  aún  cuando  los  glomérulos  y tejidos  túbulo 
intersticial  se  ven  normales,  hasta  el  punto  que  en  muchas 
ocasiones  el  diagnóstico  se  hace  con  estudios  de  micros- 
copía electrónica,  aún  cuando  no  se  sospeche  clínica- 
mente. 

No  fue  hasta  el  año  1972  cuando  Hinglois  y Spear,  y en 
el  1973,  Chung,  describieron  la  presencia  de  unos 
cambios  ultraestructurales  en  las  membranas  básales  de 
los  capilares  glomerulares  característicos  de  esta  enfer- 
medad. Prácticamente  en  todos  los  casos,  aún  cuando  no 


Figure  2.  Microscopía  de  luz  de  un  paciente  con  nefritis  familiar. 


se  ve  daño  alguno  por  microscopio  de  luz  convencional, 
(Fig.  2)  se  puede  demostrar  desdoblamiento  de  la 
membrana  basal  con  acumulación  de  partículas  esféricas 
ultraestructurales  densa  a electrones  dándole  una 
apariencia  de  apolillamiento  a la  membrana  basal  (Fig.  3 
y 4).  Las  membranas  básales  de  los  túbulos  y capilares 
peritubulares  pueden  presentar  cambios  similares  sugi- 
riendo que  el  defecto  básico  reside  en  las  membranas 
básales  de  estas  estructuras. Además  el  grosor  de  la 
membrana  basal  en  algunos  capilares  glomerulares 
puede  estar  exageradamente  reducido  (Fig.  4). 

Se  desconoce  la  patogénesis  de  esta  condición.  Los 
hallazgos  patológicos  han  provisto  base  para  pensaren  la 
posibilidad  de  un  defecto  en  la  síntesis  de  uno  o varios  de 
los  componentes  de  la  membrana  glomerular  en  los 
pacientes  con  Alport.  Es  posible  que  las  alteraciones 
estructurales  estén  relacionadas  a este  hallazgo.  Se  ha 
demostrado  también  mediante  el  uso  de  inmunoelectro- 
foresis  de  la  orina,  una  excreción  anormal  de  antígenos  de 
la  membrana  basal.  Estos  hallazgos  no  son  constantes  en 
todos  los  pacientes.  Señalan,  sin  embargo,  hacia  la  posi- 
bilidad de  que  el  problema  primario  sea  una  composición 
anormal  del  colágeno. 

El  modo  de  transmisión  genética  no  se  ha  establecido 
claramente.^*’  “ En  diferentes  estudios  se  han  identifi- 
cado varios  patrones  hereditarios  que  describimos  a 
continuación:  herencia  dominante,  dominante  ligada  al 
sexo,  autosómica  recesiva.  Se  ha  observado  que  la  pene- 


Figure  3.  Imagen  de  microscopía  electrónica  donde  puede  apreciarse  la 
apariencia  de  apolillamiento  de  la  Membrana  Basal. 
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Figura  4.  Imagen  de  microscopía  electrónica  que  ilustra  el  grosor  de  la 
Membrana  Basal  Extremadamente  disminuido. 


tración  y la  expresividad  son  variables.  Muchos  autores 
opinan  que  se  trata  de  un  patrón  dominante  con  pene- 
tración que  varía  de  acuerdo  al  sexo.  En  la  actualidad,  el 
! concenso  está  a favor  de  una  heterogenicidad  genética,  la 

cual  dilucidaría  la  controversia  y explicaría  también  la 
: variación  en  severidad  entre  las  familias  y la  presencia  o 

ausencia  de  los  otros  síntomas  extrarenales.  El  estudio 
genealógico  de  nuestra  familia  demuestra  una  herencia 
dominante  transmitida  por  una  madre  afectada.  La 
i expresividad  y penetrancia  en  la  tercera  generación  fue 

i variable.  Se  manifestó  la  condición  en  dos  casos  y en  uno 

de  ellos  en  forma  incompleta. 

En  esta  familia  el  hallazgo  de  criptorquidismo  estuvo 
c . asociado,  al  síndrome  de  Alport.  El  criptorquidismo 

I dominante  con  penetrancia  incompleta  se  ha  reportado 

previamente  en  la  literatura.  Los  miembros  de  la  segunda 
l!  generación  que  tenía  criptorquidismo  resultaron  estériles, 

¿I  , con  excepción  de  uno.  El  criptorquidismo  no  se  mani- 

I festó  en  la  tercera  generación.  El  gene  responsable  por  la 

I transmisión  de  la  nefritis  se  comportó  de  una  manera 

I similar  al  del  criptorquidismo  en  lo  que  se  refiere  a 

I penetración  y expresividad.  Estas  observaciones  consti- 

‘ tuyen  una  base  para  considerar  la  posibilidad  de  que 

’ estos  alelos  estén  ligados.  El  seguimiento  de  esta  familia 

deberá  arrojar  luz  al  respecto. 

Un  estudio  realizado  por  Jansen  utilizando  un  modelo 
' de  nefritis  familiar  en  perros  de  la  raza  “Samoyed”,'*  nos 

'f,  ha  hecho  pensar  sobre  la  posibilidad  de  la  existencia  de 


un  defecto  testicular  primario,  como  parte  del  espectro  de 
esta  enfermedad.  Estos  animales  padecen  de  una  enfer-  j 
medad  renal  hereditaria  muy  similar  a la  nefritis  familiar  ¡ i] 
de  los  humanos,  en  lo  que  se  refiere  a los  cambios  f| 
histopatológicos  y al  patrón  hereditario;  difieren  en  la  J,  | 
ausencia  de  sordera  y anomalías  oculares.  En  su  estudio  ¡i 
Jansen  encontró  que  el  único  otro  sistema  afectado  fue  el  * 
reproductivo,  reportando  ausencia  de  espermatogénesis  j 
en  los  tubos  seminíferos.  Sugerimos  que  en  futuros  estu-  j 
dios  familiares  se  explore  el  sistema  reproductivo  en  ||j 
búsqueda  de  alteraciones  asociadas  con  el  síndrome  de  j! 
Alport,  que  podrían  consistir  en  anomalidades  del  tejido 
germinal,  o en  un  problema  de  no  descenso  testicular.  | 

n 

Abstract:  Twenty  three  members  of  a family  affected  |[ 
by  Alport  disease  were  studied  throughout  three  generation.  jj!j 
The  incidence  of  auditory,  ocular  and  hematological  mani-  jl 
festation  was  low.  It  was  found  that  four  males  with  ii 
nephritis  also  had  cryptorchidism. 

This  is  a documentation  of  the  previously  unrecorded  (|i 
occurrence  of  cryptochidism  associated  with  familiar 
nephritis.  The  characteristics  of  this  pedigree  are  described 
and  a review  of  the  literature  is  presented.  |¡ 
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CONTINUED  MEDICAL  EDUCATION 


Multiple  Sclerosis:  A Review 

Zamarie  Alsina  Pomales,  MSIV* 


Multiple  sclerosis  (MS)  is  by  far  the  most  common 
demyelinating  disease  of  the  Central  Nervous  System 
(CNS)  and  also  the  most  commonly  diagnosed  neurolo- 
gical disorder  of  young  and  middle-age  adults.  It  has  a 
classic  remitting  and  exacerbating  course  early  in  the 
disease,  and  is  characterized  by  discrete  demyelinating 
lesions  scattered  throughout  the  CNS  causing  variable 
combinations  of  motor,  sensory,  and  coordination 
impairments.  Etiology  is  unknown. 


Pathology 

Lesions  consist  of  scattered  areas  of  myelin  dissolu- 
tion, within  which  axons  remain  intact.  Lesions  range  in 
size  between  1mm  to  several  cms  in  diameter  and  occur 
most  commonly  in:  brain  (mainly  paraventricular  areas), 
spinal  cord  (mainly  cervical  region)  and  optic  nerves. 

Most  plaques  occur  near  blood  vessels;  the  acute  lesion 
may  produce  considerable  edema.  Older  plaques  are 
progressively  less  inflammatory  as  oligodendrocytes  are 
destroyed  and  astrocytes  proliferate  forming  the  scar. 

Neurological  dysfunction  results  from  partial,  com- 
plete, or  intermittent  block  of  nerve  conduction  through 
demyelinated  areas.  Current  leaks  through  demyelinated 
segments  preventing  the  build  up  of  electrical  potential 
sufficient  to  cause  depolarization  at  the  adyacent 
intemode. 

Clinical  remissions  seem  to  operate  more  frequently 
and  completely  in  the  early  lesions.  This  may  be  due  to: 

1.  resolution  of  inflammation 

2.  partial  remyelination 

3.  diminished  edema  pressure 

Restored  conduction  is  not  normal.  Velocities  are  slow 
(2.5-5%  of  normal),  high  frequency  transmission  cannot 
be  maintained  and  an  estimated  50-200  times  more 
energy  is  required  for  nerve  transmission. 

So,  the  smallest  additional  environmental  insult 
produces  a block.  Environmental  factors  that  can  cause  a 
brief  aggravation  of  neurological  symptoms  are: 


*From  San  Juan,  VAMC,  Rehabilitation  Medicine  Service,  One 
Veterans  Plaza,  San  Juan,  Puerto  Rico  00927 


1.  edema 

2.  minor  elevation  of  core  body  temperature 

a.  exercise 

b.  fever 

3.  emotional  stress 

4.  hypocalcemia 

5.  certain  chemicals 

Incidence  and  Prevalence 

• Third  leading  cause  of  significant  disability  in  the  20- 
50  year  range. 

• At  least  8000  new  cases/year  in  U.S.A. 

• Prevalence  about  60  per  100,000  in  northern  United 
States,  Canada,  and  northern  Europe. 

• Prevalence  twice  that  of  spinal  cord  injury. 

Epidemiology 

• Risk  is  somewhat  higher  for  women. 

• Almost  unknown  among  Orientals  and  African 
Blacks. 

• People  who  spend  the  first  15  years  of  life  or  so  in 
areas  away  from  equator  have  a much  higher  risk. 

• Strong  linkage  to  certain  HLA  haplotypes. 

• Family  risk  about  10  times  the  general  population. 

Etiology 

The  specific  cause  has  not  yet  been  determined.  Some 
theories  seem  plausible: 

A.  Autoimmune  disease  - several  lines  of  evidence  point 
to  this  theory: 

1.  Perivenular  mononuclear  cell  infiltration  with  no 
evidence  of  infection. 

2.  frequent  elevation  of  Cerebro  Spinal  Fluid  (CSF) 
gamma  globulin. 

3.  common  oligoclonal  pattern  in  the  gamma 
globulin  region  of  the  CSF  electrophoresis. 

4.  changes  in  proportion  of  lynphocyte  subclasses  in 
peripheral  blood,  CSF,  and  brain  lesions. 

5.  beneficial  effects  of  immunosupressive  therapy. 

B.  Infectious  agent  - lines  that  support  this  theory  are: 

1.  epidemics  in  isolated  populations. 

2.  most  common  in  geographic  areas  farther  from 
the  Equator. 

A suggested  theory  is  that  MS  is  an  unusual  conse- 
quence of  infection  by  a common  virus,  with  subsequent 
inmunologic  alterations  in  genetically  susseptible  indi- 
viduals. 
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Clinical  Manifestations 

As  MS  can  affect  any  part  of  CNS  the  initial  symptoms 
can  obviously  be  extremely  varied.  Individual  symptoms 
and  signs  are  similar  to  any  localized  CNS  lesion,  but  the 
characteristic  pattern  of  multiple  remmitting/relapsing, 
fairly  symmetrical  dysfunction  identifies  MS.  There  are 
certain  sites  that  are  particularly  vulnerable,  resulting  in 
typical  impairments; 

— Optic  nerves  (retrobulbar  neuritis) 

— Cerebrum  (congnitive  and  behavioral  changes) 

— Spinal  cord  (weakness,  spasticity,  numbness,  bowel, 
bladder,  and  sexual  dysfunction) 

— Brain  stem  (vertigo,  nystagmus,  intemuclear  oph- 
thalmoplegia, dysarthria,  dysphagia) 

— Cerebellum/basal  ganglia  (ataxia,  tremor) 

Types  of  MS 

A.  Benign  remitting:  frequently  experiences  one  or  two 
acute  episodes  of  neurological  dysfunction  with  little 
or  no  residual  impairment. 

B.  Relapsing/remiting  non-progressive:  following  an 
exacerbation  a person  can  return  to  his  prior  level  of 
neurologic  function. 

C.  Relapsing/remitting  progressive:  following  an  exa- 
cerbation a person  may  retain  increased  neurologic 
deficts. 

D.  Chronic  progressive:  rapidly  or  slowly  progresses 
without  remitting  after  an  insidious  onset.  Usually 
begins  after  the  age  of  35  years. 

Laboratory  abnormalities 

A.  Cerebrospinal  Fluid: 

1.  increased  gamma  globulin  in  75%  of  patients 
(mainly  IgG) 

2.  oligoclonal  bands  in  the  gamma  region  in  electro- 
phoresis in  about  90%  of  patients. 

3.  increase  in  total  protein  (no  more  than  100  mg/dL) 

4.  increase  in  mononuclear  white  cells  to  5-15/mm^ 

5.  myelin  destruction  releases  myelin  basic  protein 
(MBP)  detected  by  radioimmunoassay.  MBP 
correlates  with  disease  activity,  lesion,  and 
location.  None  is  detected  in  normal  population 
or  in  quiescent  periods  of  multiple  sclerosis. 

B.  Neurophysiologic  function  studies:  Visual,  auditory, 
or  somatosensory  evoked  potentials  can  measu  s 
alterations  in  conduction  velocity  after  an  appro- 
priate stimulus.  Measurement  of  the  latency  of  the 
visual  evoked  potential  is  used  most  widely.  Patients 
with  MS  show  prolonged  latencies. 

C.  Computerized  Tomography  Scan  (CT)  and  Magnetic 
Resonance  Imaging  (MRI) 

1.  CT  scan — reveals  hipodense  areas,  and  atrophy 
in  severe  demyelination. 

2.  MRI — is  the  most  sensitive  method  for  detecting 
hipodense  areas  of  demyelination. 

Diagnosis 

Despite  the  availability  of  increasingly  complex  labo- 
ratory aids,  MS  remains  fundamentally  a clinical  ' 
diagnosis. 


Classification  of  Multiple  Sclerosis 

A.  Clinically  definite  MS 

1.  Two  attacks  and  clinical  evidence  of  two  separate 
lesions. 

2.  Two  attacks  with  clinical  evidence  of  one  lesion 
and  paraclinical  evidence  of  another  (separate) 
lesion. 

B.  Laboratory-supported  definite  MS 

1.  Two  attacks  with  either  clinical  or  paraclinical 
evidence  of  one  lesion  and  demonstration,  in  CSF 
of  IgG  oligoclonal  bands  (OB)  or  increased  CNS 
synthesis  of  IgG. 

2.  One  attack,  clinical  evidence  of  two  separate 
lesions,  and  demonstration  of  CSF  OB/IgG. 

3.  One  attack,  clinical  evidence  of  one  lesion,  para- 
clinical evidence  of  another  (separate)  lesion,  and 
demonstration  of  CSF  OB/IgG. 

C.  Clinically  probable  f S 

1.  Two  attacks  and  clinical  evidence  of  one  lesion. 

2.  One  attack  and  clinical  evidence  of  two  separate 
lesions. 

3.  One  attack,  clinical  evidence  of  one  lesion,  and 
paraclinical  evidence  of  another  separate  lesion. 

D.  Laboratory  supported  probable  MS 

1.  Two  attacks  and  presence  of  CSF  OB/IgG. 

Prognosis 

Specific  prognostication  for  a given  patient  is 

imposible  but  guidelines  indicating  a probable  poor  of 

favorable  course  are  listed: 


Guidelines  for  Prognosis  in  Multiple  Sclerosis 


Favorable 

Unfavorable 

Early  MS 

Age  at  onset 

Younger  (35) 

Older  (35) 

Symptoni(s) 

Monosymptomatic 

Polysymptomatic 

Symptom  Type 

Optic  neuritis/ 

Early  motor. 

sensory 

cerebellar 

Pattern 

Sudden  onset,  good 

Progression  or 

recovery,  long 
remissions 

frequent  exacerbatios 

E^stablished  MS* 

Symptom  type 

Sensory  brain  stem, 
visual 

Motor,  cerebellar 

Disability 

Mild  to  moderate. 

Moderate  to  severe. 

ambulatory 

nonambulatory 

*10  to  20  years  after  onset  or  5 to  10  years  after  diagnosis 


Morbility  and  Mortality 

Life  expectancy  is  normal  for  85%  of  MS  patients  but 
ranges  from  a few  weeks  to  60  years.  Deaths  are  primary 
from  complications  of  pneumonia,  renal  involvement, 
decubiti,  septicemia,  or  depression.  Only  rarely  is  death 
due  directly  to  MS  plaque  causing  such  events  as 
respiratory  failure  or  intractable  seizures. 

Medical  Treatment  and  Rehabilitation  of  Specific  Symptoms 

Of  the  five  therapeutic  approaches  to  MS,  rehabilitation 
is  the  most  effective.  Stability  of  disease  is  often  more 
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important  for  successful  rehabilitation  than  degree  of 
disability,  that  is,  long  remissions  with  severe  relapses 
may  be  easier  to  adapt  than  mild  relapses  with  short 
remissions. 

Outcome  is  less  predictable  for  MS  than  for  other 
conditions  so,  goals  must  be  based  on  careful  assessment 
and  the  patient’s  response  to  treatment.  The  characteristic 
disease  fluctuation  require  that  the  team  provide 
ongoing,  goal  oriented  involvement  of  varying  intensity, 
rather  than  a one  time  program. 

Many  scales  have  been  developed  to  evaluate  specific 
problems  or  rate  overall  status.  Two  scales  developed 
specifically  for  MS  have  been  widely  used  in  clinical 
settings: 

1.  Kurtzke  expanded  disability  scale  - rates  eight 
separate  neurological  systems  (pyramidal,  cerebellar, 
brain  stem,  sensory,  bowel  and  bladder,  visual,  mental) 
from  normal  to  severely  impaired. 

2.  Minimal  record  of  disability  - Impairments  are 
rated  by  the  Kurtzke  scale.  Disabilities  are  rated  on  other 
rating  systems. 

A.  Acute  MS  exacerbations 

Acute  bouts  of  neurologic  dysfunction  may  be  treated 
with  short  term  administration  of  corticosteroids.  There 
is  evidence  that  administration  of  ACTH  for  10  to  14 
days  some  what  shortens  exacerbations,  although  the 
ACTH  does  not  alter  the  long  term  course  of  MS.  From 
40  to  80  units  per  day  may  be  used.  The  period  of 
treatment  should  not  exceed  three  to  four  weeks. 
Beneficial  effects  are  most  probably  due  to  anti-edema 
and  anti-inflammatory  effects. 

Therapeutic  trials  to  evaluate  various  immunosupres- 
sants,  immunoenhancing  agents,  plasmapheresis,  and 
other  treatments  are  under  way;  none  can  be  recom- 
mended at  present. 

B.  Fatigue 

Is  one  of  the  most  common  and  least  understood  of  all 
MS  symptoms.  Patients  may  experience  fatigue  in  one  or 
more  of  four  ways: 

1.  Normal  fatigue  - occurring  after  excessive  physical 
activity.  MS  patients  can  experience  this  one  more 
frequently  and  more  rapidly  than  normal  people. 

2.  Fatigue  attribute  to  underlying  depression  - can  be 
treated  with  antidepressants  and  counseling  therapy. 

3.  Fatigue  due  to  muscle  weakness  and  strain  - this 
results  because  nervous  impulses  that  control 
muscles  are  worked  beyond  their  capacity.  Ex.  foot 
drop  and  blurred  vision 

This  type  of  fatigue  is  well  - managed  with  rest 
periods. 

4.  “Nerve  fiber  fatigue”  - It  is  unique  to  MS.  An 
example  is  the  early  afternoon  fatigue.  It  can  come 
without  warning.  Symmetrel  (amantadine)  has  ben 
found  to  effectively  manage  this  type. 

Important  Methods  for  Preventing 
or  Minimizing  Fatigue 

1.  Moderate  conditioning  exercises 

2.  Real  rest  periods 


3.  Adequate  regular  sleep  patterns 

4.  Energy  conservation  in  activities  of  daily  living 

5.  Organizing  time  and  using  periods  when  energy  is 
most  reliably  available,  like  mornings  or  after  rest 
periods 

6.  Simplification  techniques,  including  handicapped 
parking 

C.  Spasticity 

This  inability  to  relax  alternating  agonist  and 
antagonist  muscles  results  in  difficulty  initiating  move- 
ments and  maintaining  normal  posture.  Spasticity  can 
aggravate  fatigue  since  the  patient  moves  against 
constant  resistance.  Upper  extremity  flexors  and  lower 
extremity  extensors  are  preferentially  affected. 

The  major  ways  by  which  spasticity  is  reduced  include: 

1.  Passive  stretching:  is  the  simplest  and  often  most 
effective  way. 

* Key  point:  some  generalized  relaxation  of  all 
spastic  muscles  can  be  obtained  by  first  stretching 
the  muscles  of  the  calf  (e.g.  ankle  tilt  board) 

2.  Independent  stretching:  can  be  used  at  home. 
Consists  of  a series  of  exercises  performed  in  specific 
sitting  or  lying  position  that  allows  gravity  to  aid  in 
stretching  specific  muscles. 

* Daily  stretching  exercises  may  be  sufficient  treat- 
ment for  minimal  to  moderate  spasticity. 

3.  Exercising  in  a pool  may  be  extremely  beneficial  for 
both,  stretching  an  ROM  exercises. 

4.  Relaxation  techniques 

5.  Medications:  Baclofen  is  the  most  commonly  used. 
Other  drugs:  Lioresal,  Dantrolene,  Valium. 

6.  Mechanical  aids  to  counteract  spasticity  and  prevent 
contractures. 

7.  Surgical  management  (motor  point  block):  used  for 
severe  flexor  spasms  that  are  not  responsive  to  drugs. 
Produces  flaccidity.  Is  more  comfortable,  but  does 
not  increase  function. 

D.  Weakness 

It  is  due  to  problem  in  transmission  of  electrical 
impulse  from  CNS  to  muscle,  as  a result  of  demyelination 
of  involved  nerves.  So  in  patients  with  MS,  exercises  that 
involve  lifting  weights  or  repetitive  movements  to  the 
point  of  fatigue,  do  not  increase  strength;  they  increase 
weakness. 

Lower  extremities  are  usually  involved  earlier  and 
more  severely  than  upper  extremities.  Mobility  is  usually 
more  affected  that  activities  of  daily  living. 

Fatigue  and  spasticity  play  an  important  role. 
Lessening  them  will  reduce  energy  expended  in  move- 
ment and  then  will  increased  strength. 

The  most  frequently  used  techniques  at  the  Rocky 
Mountain  MS  Center,  to  maintain  general  conditioning 
and  prevent  or  reverse  disuse  atrophy  are: 

1.  Active  assistive  exercise,  active  exercise 

2.  Propioceptive  neuromuscular  facilitation  technique 

3.  Therapeutic  exercises 

4.  Resistive  exercises  - when  weakness  is  minimal 
Decreased  energy  in  the  early  afternoon  is  a frequent 

problem  so,  exercise  program  is  better  in  the  morning. 
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Regular  rest  periods  (5-10  min.)  must  be  incorporated. 

Physical  activity  may  be  limited  to  coolerenvironments 
to  minimize  elevation  of  core  body  temperature. 

Hydrotherapy  in  cool  water  provides  the  advantages  of 
buoyancy,  variable  resistance,  and  a temperature 
controlled  environment. 

Bracing  and  splinting  can  be  used  if  weskness  is  severe 
to  prevent  contractures. 

E.  Heat  Intolerance 

The  patient  may  lose  significant  function  during: 

1.  Fever 

2.  Exposure  to  a hot  environment 

3.  Sustained  general  physical  activity 

Beneficial  effects  are  derived  from: 

1.  Air  conditioning 

2.  Activity  patterns  relocated  to  coolerenvironments 

3.  Frequent  rests 

4.  Pools,  baths,  and  showers  around  29°C 

* Both  fatigability  and  heat  intolerance  have  recently 
been  acknowledged  by  Social  Security  as  a cause  of 
disability.  Objective  documentation  is  required  for 
each  person. 

F.  Tremor 

Is  one  of  the  most  frustrating  symptoms  to  treat  in  MS. 
There  is  a wide  variation  (gross  or  fine,  fast  or  slow,  of 
limbs,  head,  or  trunk,  treatable  or  non-treatable). 

Intention  tremor  is  the  most  common  and  most  diffi- 
cult to  treat.  Occurs  as  a result  of  cerebellar  demye- 
lination.  It  is  usually  gross,  relatively  slow,  and  occurs 
with  purposeful  movement  of  arm  or  leg.  It  is  exagerated 
with  stress  and  anxiety  like  most  MS  symptoms.  So,  one 
mode  of  treatment  are  anxiolitic  or  sedative  drugs 
(Atarax  or  Vistaril). 

Physiologic  tremor,  also  called  essential  or  familial 
tremor,  is  unrelated  to  MS  and  very  treatable  with 
Inderal. 

Physical  Treatment:  used  primarily  for  tremors  affec- 
ting limbs. 

1.  Patterning  - based  on  the  repetition  of  basic 
movements,  guided  and  assisted,  until  they  become 
automatic.  Minor  resistance  is  then  added  and 
removed. 

2.  Immobilization  - placing  a rigid  brace  across  a joint, 
fixing  it  in  one  position  and  dampening  the  severity 
of  tremor,  reducing  random  movement  in  the  joint. 

3.  Weighting  - addition  of  weight  to  a part  of  the  body 
to  provide  increased  control  over  its  movements.  Its 
use  may  be  limited  by  weakness  or  fatigability. 

4.  Vestibular  stimulation  - rocking,  swinging,  or 
spinning.  This  increase  the  amount  of  stimulation 
received  by  the  “balance  centers”  in  the  brain  stem, 
allowing  the  brain  to  function  more  normally. 

Tremors  of  head,  neck,  and  upper  torso  are  more 
difficult  to  manage.  Stabilizing  head  with  a brace  may  be 
helpful. 

Tremors  of  lips,  tongue,  or  jaw  affect  speech. 


G.  Gait  abnormalities 

They  are  usually  secondary  to  weakness,  spasticity,  or 
tremor.  Among  ambulatory  aids  and  equipment,  the 
most  commonly  used  are: 

1.  ankle-foot  orthosis 

2.  canes,  crutches,  and  walkers 

3.  Rocher  shoes 

4.  wheelchairs 

H.  Bladder  dysfunction 

It  develops  in  nearly  every  patient  with  MS  during  the 
course  of  the  disease.  Usually  can  be  controlled  with 
medications.  The  major  complication  is  UTI. 

The  patient  can  experience  one  of  three  problems: 

1.  Spastic  small  bladder  - It  is  also  known  as  over- 
active  bladder.  It  is  probably  the  most  common 
bladder  problem  in  MS.  Results  from  demyelina- 
tion  of  pathways  between  the  voiding  reflex  center 
(VRC)  and  the  brain.  Since  pathways  to  brain  are 
blocked,  voiding  is  no  longer  under  voluntary 
control.  It  becomes  a reflex  activity  with  message 
to  empty  coming  only  from  VRC. 

Symptom:  frequently 
urgency 
incontinence 

Residual  urine  less  than  105cc. 

Management:  anticholinergics 
timed  voids 

2.  Flaccid  big  bladder  - It  is  also  known  as  underac- 
tive or  overstretched  bladder.  Demyelination  is 
located  in  the  area  of  the  VRC.  So,  the  brain  is 
unaware  of  bladder  fullness  and  there  is  very  little 
reflex  control  from  VRC  because  it  cannot 
transmit  messages  to  bladder  and  sphincter. 
Bladder  has  failure  to  empty. 

Symptoms:  urgency/hesitancy 
frequency 

occasional  incontinence 
dribbling 

Residual  urine  more  than  150cc. 

Management:  Credé  technique  of  bladder 
massage,  intermittent 
catheterization,  in  conjunction, 
with  self  catheterization, 
Valsalva 

3.  Dyssinergic  or  Conflicting  bladder  - results  from 
incoordination  between  bladder  muscle  and 
sphincter.  There  are  two  possibilities: 

a.  Bladder  wall  relaxes  while  sphincter  remains 
open. 

Symptoms:  dribbling  or  incontinence 

a.  Bladder  wall  contracts  against  a closed  sphincter. 

Symptoms:  urgency  followed  by  hesitancy 

Management:  Dybenzyline  improves  coor- 
dination and  increases 
bladder  control. 

I.  Bowel  dysfunction 

Constipation  is  by  fer  the  most  common  bowel 
problem  in  MS.  It  may  result  from: 
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1.  demyelination  in  brain  or  spinal  cord  cause 
decreased  motility. 

2.  Diminished  fluid  intake  due  to  bladder  difficulty. 

3.  diminished  physical  activity  produces  slowing  of 
bowel  activity. 

Management: 

1.  Dietary 

a.  high  fiber  diet 

b.  adequate  amounts  of  liquids 

c.  establishment  of  a bowel  program 

2.  Medication  - if  diet  cannot  correct  it 

a.  bulk  formers  taken  with  one  or  two  glasses  of 
liquid. 

Ex.  Metamucil,  Perdiem  plain,  Naturacil 

b.  stool  softeners 

Ex.  Colace,  Surfax 

c.  laxatives  - can  be  highly  habit  forming 

Ex.  Ex-lax,  Correctol,  Dulcolax  tab. 

d.  suppositories 

J.  Visual  impairments 

Blurriness,  dimness,  and  ocular  pain  of  acute  optic 
neuritis  respond  to  steroids.  Visual  acuity  usually 
recovers  to  a large  degree,  but  residuals  can  include: 
photophobia,  scotomata,  pain,  and  decreased  contrast 
sensitivity,  acuity,  and  color  vision.  Patients  with  MS  find 
that  acuity  tends  to  fluctuate  rapidly  with  heat  and 
fatigue. 

Brain  stem  lesions  can  cause  abnormal  extraocular 
muscle  movements  resulting  in  blurred  vision,  discon- 
jugate  gaze,  diplopia,  or  nystagmus.  Internuclear 
ophthalmoplegia  is  specially  common  in  MS. 

K.  Sensory  disturbance  and  Pain  syndromes 

Some  of  the  symptoms  include: 

1.  Numbness 

2.  Trigeminal  neuralgia  - shows  improvement  with 
Tegretol 

3.  Other  dysesthesias  (tingling,  itching,  hot  or  cold 
spots) 

Chronic  diffuse  pain  - is  rare 

L.  Dysarthria 

■ Occur  in  20-25%  of  MS  patients,  but  it  is  unintelligible 
in  only  4%.  Weakness,  spasticity,  ataxia,  and  fatigability 
of  oral  pharyngeal,  laryngeal,  and  respiratory  muscula- 
ture contribute  to  dysarthric  speech. 


During  exacerbation,  the  patient  should  conserve 
energy  in  communicating.  When  stable,  patients  can 
sometimes  improve  breath  control,  oral  musculature 
strength,  voice  quality  and  articulation  with  speech 
therapy.  With  chronic  or  progressive  speech  impairment, 
treatment  focusses  on  preserving  effective  forms  of 
communication.  Patients  can  learn  to  use  short  phrases, 
to  overarticulate,  and  to  train  their  listeners  in  active 
listening  skills. 

M.  Sexual  dysfunction 

Over  90%  of  all  men  with  MS  and  over  70%  of  all 
women  report  some  change  in  their  sexual  life. 
Frequently  such  difficulties  are  clearly  physical,  although 
a psychological  component  may  be  involved  in  many  or 
most  instances.  Sexual,  bowfel,and  bladder  dysfunctions 
are  often  associated. 

Men  most  frequently  report:  impaired  genital  sensa- 
tion, inability  in  achieving  or  maintaining  an  erection, 
decreased  sexual  drive,  and  delayed  eyaculation  or 
decreased  force  of  eyaculation. 

Women  most  frequently  report:  impaired  genital 
sensation,  diminished  orgasmic  response,  loss  of  sexual 
interest,  intense  itching,  diminished  vaginal  lubrication, 
weak  vaginal  muscles,  and  adductor  spasms. 

Management: 

1.  Focus  on  developing  comfort  with  one’s  body. 

2.  Communication  of  feelings. 

3.  Experiment  with  different  sexual  positions. 

4.  Sexual  expression  may  be  directed  to  parts  of  the  body 
other  than  genitals. 

5.  Seek  professional  help  in  response  to  depression  and 
anxiety. 

6.  Reduce  liquids  2 hrs.  before  intercourse;  bladder  should 
be  emptied  before  lovemaking. 
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CME  REVIEW  QUIZ 


1.  The  most  demyelinating  disease  of  the  Central 
Nervous  System  (CNS)  is: 

a.  Multiple  myelitis. 

b.  Multiple  sclerosis. 

c.  Multiple  myeloma. 

2.  Multiple  sclerosis  (MS)  lesions  consist  of  scattered 
areas  of  myelin  dissolution,  within  which  axons 
remain  intact  and  are  found  in: 


a.  Paraventricular  areas  of  the  brain. 

b.  Mainly  cervical  regions  of  the  spinal  cord. 

c.  In  both  of  these  areas. 

3.  Neurological  dysfunction  results  from  partial,  com- 
plete, or  intermittent  block  of  nerve  conduction 
through  demyelinated  areas  in: 

a.  The  anterior  horn  cells. 

b.  The  motor  end  plate. 

c.  In  none  of  these  areas. 
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4.  Environmental  factors  that  can  cause  a brief  aggra- 
vation of  neurological  symptoms  are. 

a.  Edema. 

b.  Emotional  stress. 

c.  Minor  elevation  of  core  body  temperature 
through  exercise  and/or  fever. 

d.  All  of  these  factors. 

5.  Multiple  sclerosis  is  the; 

a.  First  significant  cause  of  significant  disability  in 
the  20-50  year  range. 

b.  The  second  cause. 

c.  The  third  cause. 

6.  The  risk  is  somewhat  higher  for  women. 

a.  True. 

b.  False. 

7.  The  specific  cause  is: 

a.  Autoimmune  disease. 

b.  Infectious  agent. 

c.  Unknown. 

8.  Multiple  sclerosis  can  affect  any  part  of  the  CNS,  and 
individual  symptoms  and  signs  are  similar  to  any 
localized  CNS  lesion,  but  the  characteristic  pattern 
that  identifies  MS  is: 


a.  Multiple  remitting/relapsing,  fairly  symmetrical 
dysfunction. 

b.  Progressive  paralysis  of  upper  extremities. 

c.  Loss  of  sensation  in  the  lower  extremities. 

d.  All  of  these. 

9.  Visual,  auditory  or  some  sensory  evoked  potentials 
studies  are  used  widely  to  measured  abnormalities  in 
neurophysiological  function  in  MS.  They  show: 

a.  Prolonged  latencies  in  conduction  velocities  after 
an  appropriate  stimulus. 

b.  Increase  in  fibrillation  potentials  in  weakened 
muscles  on  electromyographic  examination. 

c.  Both  of  these. 

10.  Medical  treatment  is  not  specific  for  Multiple 
sclerosis.  Of  the  many  treatment  approaches,  the 
most  one  effective  is; 

a.  Plasmapheresis. 

b.  Wide-spectrum  antibiotics. 

c.  Use  of  anti-spasmodic  drugs. 

d.  Rehabilitation  medicine. 


*The  test  for  CME  credit  was  prepared  by  Herman  J. 
Flax,  MD,  Chief,  Rehabilitation  Medicine  Service,  San 
Juan,  Veterans  Admnistration  Medical  Center. 
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CONTINUED  MEDICAL  EDUCATION 


La  Asociación  Médica  de  Puerto  Rico  (AMPR)es  una 
institución  acreditada  para  ofrecer  Educación  Médica 
Continuada  (EMC).  La  AMPR  ha  determinado  que  este 
ejercicio  académico  reúne  los  criterios  para  1 hora- 
crédito  de  EMC  categoría  I para  la  Asociación  Médica 
Americana  y para  la  oficina  de  Reglamentación  y 
Certificación  de  Profesionales  de  la  Salud.  Al  final  del 
año  se  enviará  un  Certificado  de  acuerdo  al  número  de 
pruebas  sometidas.  Para  obtener  crédito  favor  de  seguir 
las  instrucciones  que  se  detallan  a continuación. 

1.  Leer  el  artículo  detenidamente  y seleccionar  la 
contestación  correcta  a cada  pregunta  de  la  prueba  en  el 
espacio  que  se  provee  para  ello.  Cada  pregunta  tiene  una 
sola  respuesta. 

2.  Retener  una  copia  de  la  hoja  de  respuestas  para  que 
pueda  cotejar  sus  contestaciones  con  la  clave  que  se 
publicará  en  números  subsiguientes  del  Boletín.  Se  debe 
obtener  una  puntuación  sobre  70%  para  obtener  crédito. 

3.  Llenar  la  hoja  de  registro  y enviarla  antes  de  la  fecha 
que  se  especifica  en  la  misma.  La  hoja  debe  ser  enviada 
con  un  cheque  o giro  a favor  de  la  Asociación  Médica  de 
Puerto  Rico  a la  siguiente  dirección:  Asociación  Médica  de 
Puerto  Rico,  Instituto  de  Educación  Médica,  Apartado 
9387,  Santurce,  Puerto  Rico  00908. 


YOCON' 

YOHIMBINE  HCI 


Description;  Yohimbine  is  a 3a-15a-20B-17a-hy<lroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5 4 mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine.  though  it  is 
weaker  and  of  short  duration.  Yohimbine's  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a sbmulatmg  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hormone 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any.  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage. 

Indications:  Yocon  * is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac 

Contraindications:  Renal  diseases,  and  patient  s sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  information  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history.  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patients  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevation  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  drug  .'  ^ Also  dizziness, 
headache,  skin  flushing  reported  when  used  orally. 

Dosage  and  Administration;  Experimental  dosage  reported  in  treatment  of 
erectile  impotence. ' ^ ^ i tablet  (5.4  mg)  3 times  a day,  to  adult  males  taken 
orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 
or  nervousness . In  the  event  of  side  effects  dosage  to  be  reduced  to  Vz  tablet  3 
times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 
therapy  not  more  than  10  weeks.  ^ 

How  Applied:  Oral  tablets  of  Yocon^  1/12  gr.  5.4  mg  in 
bottles  of  100's  NDC  53159-001-01  and  1000's  NDC 
53159-001-10. 

References: 

1.  A.  Morales  et  al..  New  England  Journal  of  Medi- 
cine: 1221 . November  12, 1981 . 

2.  Goodman,  Gilman  — The  Pharmacological  basis 
of  Therapeutics  6th  ed  .,  p.  176-188. 

McMillan  December  Rev.  1/85 

3.  Weekly  Urological  Clinical  letter,  27:2,  July  4, 

1983. 

4.  A.  Morales  etal.,  The  Journal  of  Urology  128. 

45-47, 1982, 

Rev.  1/85 


AVAILABLE  EXCLUSIVELY  FROM 

PALISADES 

PHARMACEUTICALS,  INC. 

219  County  Road 
Tenafly,  New  Jersey  07670 

(201) 569-8502 
1-800-237-9083 


73 


1 


\ 


Fine-Needle  Aspiration  of  the  Thyroid  Gland 

Maria  de  Lourdes  Miranda,  MD* 
Guillermo  Villamarzo,  MD** 


Fine-needle  aspiration  of  the  thyroid  gland  is  a highly 
effective  tool,  yielding  a morphologic  diagnosis  in  a 
broad  spectrum  of  thyroid  gland  diseases.  The  technique 
of  aspiration  biopsy  was  used  initially  in  United  States  in 
1926, ‘ but  refined  in  the  Scandinavian  countries.  In  1952, 
Soderstrom^  described  the  use  of  fine  needle  aspiration 
biopsy,  as  an  alternative  to  the  large-bore  needle  tech- 
nique. During  the  early  1970s  American  Centers 
rediscovered  the  procedure^  and  by  1981  Burrow^ 
reported  the  accuracy  of  fine  needle  aspiration  of  thyroid 
to  be  as  high  as  95  percent.  Proponents  of  aspiration 
cytology  subsequently  advocated  use  of  the  procedure  as 
the  initial  diagnosis  maneuver  in  the  work  up  of  nodular 
thyroid  disease.^  In  Puerto  Rico  we  began  to  use  this  pro- 
cedure systematically  in  the  diagnosis  of  nodular  thyroid 
in  1983.  Actually,  the  accuracy  and  efficacy  of  this 
technique  are  documented  in  numerous  reports.^’  * 

Methods 

Percutaneous  needle  aspiration  biopsy  is  a procedure 
established  as  safe,  inexpensive  and  accurate.  The  patient 
should  be  in  the  supine  or  sitting  position  with  the  neck 
and  the  head  flexed  backward  to  expose  the  anterior 
neck.  The  area  to  be  aspirated  is  identified  by  palpation, 
and  the  overlying  skin  is  cleansed  with  antiseptic.  A 22- 
gauge  needle  on  a 10-ml  syringe  is  used  to  enter  the  lesion 
with  the  aid  of  a hand-held  syringe  holder.  Local 
anesthesia  is  not  necessary  when  this  size  needle  is  used. 
Once  the  needle  tip  is  judged  to  be  in  the  area  of  concern, 
suction  is  applied  and  the  needle  is  jabbed  slightly  back 
and  forth  in  an  attempt  to  dislodge  cellular  material. 
Suction  is  then  released,  the  needle  is  withdrawn,  and  the 
aspirated  material  is  expelled  as  droplets  onto  slides. 

Small  drops  are  smeared  and  immediately  fixed  in  95 
per  cent  alcohol.  Then  the  slides  are  stained  by  the  Papani- 
colaou method. 

A few  minutes  of  local  pressure  with  a small  gauze 
usually  is  adequate  to  control  bleeding.  Most  patients 
may  be  released  immediately  after  termination  of  the 
procedure. 

Fine  needle  aspiration  is  almost  free  of  hazards.  Post- 
puncture hematomas  are  prevented  by  local  pressure. 
There  have  been  no  reports  of  tumor  implantation  after 
fine  needle  aspiration. 

The  diagnosis  of  thyroid  nodules  has  long  been  a 
controversial  problem.  This  is  a common  disease  in 


* Endocrinology  Fellow,  Depanmeni  of  Medicine,  San  ,luan  City 
Hospital,  San  ,liian,  PR 

**Department  of  Pathology,  University  of  Puerto  Rico  Medical 
Sciences  Campus 


North  American  and  Puerto  Rico.  The  incidence  of 
thyroid  malignant  neoplasms  is  low,  about  5%  of  all 
patients  with  thyroid  nodules.^  Considering  the  low 
frequency  of  malignancy,  it  is  important  to  develop 
criteria  to  identify  patients  who  will  benefit  from  surgery. 

A batery  of  tests  are  currently  available  to  diagnose 
thyroid  diaseases.  These  include  physical  examination, 
ultrasonography  and  isotope  scanning,  but  they  only 
suggest  the  possible  underlying  pathology.  Fine-needle 
aspiration  cytology  can  establish  the  diagnosis  and 
clearly  distinguish  bening  from  maliganant  tumors. 

According  to  the  cell  pattern  present  in  an  aspiration  of 
thyroid  cytology  we  can  diagnose  different  clinical 
disorders.  In  Fig.  I we  can  appreciate  a benign  thyroid 
goiter.  Cellular  content  consists  of  clusters  and  sheets  of 
follicular  cells  of  varying  size  with  round  to  oval  smooth 
nuclei.  Overall  cellularity  of  the  smears  is  scanty  to 
moderate  compared  with  neoplastic  aspirates,  which  are 
richly  cellular.  Large  amounts  of  colloid  can  be  present. 
The  presence  of  colloid  is  highly  significant,  since  carci- 
noma rarely  produces  colloid,  and  it  is  strong  evidence 
for  a benign  colloid  nodule. 


Figure  1 . A benign  thyroid  goiter.  The  follicular  cells  have  round  to  oval 
nuclei  and  are  arranged  in  a monolayered  pattern. 


The  identification  of  different  neoplastic  growth  of 
thyroid  can  be  recognized  by  the  cytologic  pattern. 
Papillary  carcinoma  (Fig.  2)  shows  cells  arranged  in 
papillary  groups  or  monolayer  sheets.  Intranuclear 
inclusions  are  often  seen.  Psammomma  bodies  (Fig.  3) 
are  rarely  seen  but,  when  found,  are  strongly  suggestive 
of  papillary  carcinoma. 
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Figure  2.  Papillary  carcinoma.  This  thyroid  cytology  presents  follicular 
cells  arranged  in  papillary  groups  and  intranuclear  citoplasmic  inclusions 
can  be  observed. 


Figure  3.  Psammoma  bodies. 


Cellular  follicular  neoplasms  pose  a difficult  problem; 
a clear  distinction  between  benign  and  malignant  nodules 
cannot  be  made  cytologically.  In  this  lesion  the  cells  are 
arranged  in  a microfollicular  pattern. 

Less  frequently  encountered  neoplasms  include  medul- 
lary carcinoma,  anaplastic  carcinoma  and  metastatic 
disease.  Anaplastic  carcinoma  has  a variety  of  morpho- 
logic patterns.  In  giant  cell  anaplastic  carcinoma  of 
thyroid  (Fig.  4)  we  can  see  clusters  of  oval  to  spindle- 
shape  cancer  cells  with  pleomorphic  or  bizarre  nuclei. 
Mitotic  figures  and  multinucleated  giant  cells  are 
common. 

Fine  needle  aspiration  is  an  inexpensive,  simple  and 
safe  procedure.  The  implementation  of  this  technique  has 
decreased  the  number  of  thyroid  surgeries  in  a 50%.’  The 
reported  accuracy  of  cytologic  analysis  with  this 
procedure  ranges  from  very  low  to  very  high,  according 
to  the  experience  among  physicians  performing  the 
biopsy  an  among  cytopathologists  interpreting  the 
aspirate. 


Figure  4.  Giant  cell  anaplastic  carcinoma  of  thyroid  gland. 


Our  experience  in  Puerto  Rico  has  been  very  good;  in 
1986  Riestra  et  aP  reported  a sensitivity  of  93%  and  a 
specificity  of  79%  in  a group  of  43  patients  in  San  Juan 
City  Hospital.  In  1987  Baco  et  aP  studied  a series  of  54 
patients  at  the  University  District  Hospital  reporting  a 
sensitivity  of  80%  and  a specificity  of  65%.  These  figures 
are  similar  to  other  international  reports. 

Satisfactory  aspirates  may  be  obtained  in  95%  of 
nodules.^  In  large  nodules  it  is  important  to  obtain 
several  samples  to  decrease  sampling  error. 

Several  reports  have  classified  the  cytologic  results  in 
different  ways.  Ramacciotti’  in  1984  reported  a series  of 
patients  classified  as:  Class  1,  benign;  normal  appearing 
follicular  cells;  Class  2,  benign:  Follicular  cells  with 
atypia  attributable  to  radiation  effect  or  inflammation; 
Class  3,  suspicious  of  malignancy;  Class  4,  malignant; 
non-cohesive  follicular  cells. 

Other  reports  have  classified  an  aspirate  as  negative, 
suspicious  or  positive  for  malignant  cells. ^ More  than  60 
percent  of  aspirates  are  benign,  5 percent  are  malignant 
and  35%  are  suspicious  lesions.  Surgical  excision  of  all 
suspicious  thyroid  nodules  is  recommended.  The  inci- 
dence of  malignant  disease  in  patients  with  suspicious 
lesions  ranged  from  15  to  40  percent^’  ^ in  the  literature. 


Conclusion 

Fine  needle  aspiration  biopsy  has  had  a substantial 
impact  on  the  management  of  thyroid  nodules,  and  it 
provides  far  more  direct  information  then  any  other  diag- 
nostic technique  available.  Use  of  fine-needle  aspiration 
biopsy  has  considerably  reduced  the  number  of  patients 
who  undergo  operation  and  has  doubled  the  incidence  of 
malignant  disease  detected  in  surgically  excised  nodules. 
For  these  reasons,  we  recommend  to  do  fine-needle  aspi- 
ration biopsy  as  part  of  the  initial  evaluation  of  a nodular 
thyroid. 
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Pterygium  Surgery  in  the  Office 

Roberto  Buxeda,  MD 
Roberto  M.  Buxeda,  MD 


In  ophthalmology  there  are  lesions  such  as 
xanthelasma,  chalazion,  warts,  hordeolum,  cysts 
and  pinguecula  and  conditions  like  ectropion,  entropion 
and  contracted  lacrimal  punctum  that  historically  have 
been  taken  care  of  surgically  in  the  opthalmologist’s 
office. 

For  25  years  I (R.B.)  like  every  other  ophthalmologist 
around  did  pterygium  surgery  in  a hospital  setting.  Why? 
Because  the  fathers  of  ophthalmology  way  back  decided 
for  some  unknown  reasons  that  was  the  thing  to  do. 
Never  in  those  25  years  did  I have  any  kind  of  complica- 
tion that  would  require  the  attention  of  a cardiologist,  an 
internist  or  anesthesiologist. 

In  a recent  article  in  the  August  1989  issue  of  the 
“Boletín  de  la  Asociación  Médica  de  Puerto  Rico, 
Dr.  Enrique  Vázquez  Quintana,  Professor  of  Surgery  at 
the  Medical  Sciences  Campus  of  the  University  of  Puerto 
Rico,  states  that  even  first  world  or  developed  countries 
are  unable  to  provide  all  of  the  needed  medical  services  to 
their  citizens.  He  further  states  that  according  to  Henry  J. 
Aaron  and  William  B.  Schwartz,  authors  of  the  book  The 
Painful  Prescription:  Rationing  Hospital  Care,  rationing 
of  medical  services  in  the  United  States,  the  richest 
country  in  the  world  is  inevitable. 

The  problem  in  Puerto  Rico  is  further  compounded  by 
the  fact  that  it  is  a third-world  country,  14  times  more 
populated  than  the  United  States,  with  a continuously 
increasing  population,  and  politically  affiliated  to  the 
latter.  From  these  facts  it  is  quite  obvious  that  we,  a 
pauper  state  within  the  United  States,  will  necessarily 
have  to  ration  medical  services  even  more  than  in  the 
other  50  states  of  the  Union.  Performing  pterygium 
surgery  in  an  office  setting  is  definitely  a form  of 
rationing  medical  services. 

Without  being  aware  of  it  I (R.B.)  started  practicing 
rationing  of  medical  services  when  about  15  years  ago  I 
got  tired  of  the  time  wasted  when  performing  one,  two  or 
three  pterygia  in  the  hospitals  of  the  San  Juan 
metropolitan  area.  Practically  an  entire  morning  would 
be  consumed  by  commuting,  parking,  unpacking  and 
sterilizing  the  instruments,  changing  into  operating  attire, 
waiting  patiently  for  the  nurses  to  get  ready,  scrubbing, 
performing  the  surgery,  writing  up  the  case,  to  again  start 
the  same  set  of  events  once  or  twice  in  the  case  of  one  or 
two  additional  cases. 
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Frustrated  by  this  state  of  affairs,  one  good  day  the 
unique  thought  came  to  my  mind  that  a pinguecula  is 
pathologically  akin  to  a pterygium  and  that  both  of  these 
lesions  are  treated  by  excision.  As  a matter  of  fact  some 
authorities  believe  that  many  pterygia  originate  from  a 
pinguecula.  The  next  thought  that  came  to  my  mind  was 
that  if  a pinguecula  can  be  operated  in  an  office  setting, 
why  not  a pterygium? 

It  was  precisely  at  this  point  in  time  that  I conceived  the 
idea  that  I could  use  my  time  to  better  advantage  (and 
avoid  many  frustrations)  by  examining  patients  in  my 
refraction  room  and  simultaneously  preparing  to  perform 
pterygia  surgery  in  my  handy  adjacent  minor  surgery 
room.  I thereby  came  to  the  conclusion  through  my 
newfound  discovery  that  I could  examine  20  to  22 
patients  and  perform  two,  or  even  three  pterygiectomies 
in  an  eight-hour  work  period. 

During  the  25  years  that  I (R.B.)  operated  by  pterygia 
cases  in  the  various  metropolitan  area  hospitals  I can 
honestly  state  that  I never  had  any  systemic  complications 
or  eventualities.  In  the  last  1 5 years  my  son  (RMB)  and  I 
have  performed  some  4,000  pterygiectomies,  including 
quite  a few  recurrent  pterygia  — which  are  incidentally 
more  troublesome  to  operate — in  our  office.  In  none  of 
these  cases  have  we  had  any  complications  that  would 
have  compromised  the  patient’s  well-being.  I do  not 
recall  anybody  fainting,  although  I recall  a few  patients 
being  slightly  jittery  temporarily.  Throughout  the  years  I 
have  asked  many  ophthalmologists  here  and  there  about 
complications  while  performing  pterygiectomies  in  a 
hospital  setting.  Their  answers  have  invariably  been  in 
the  negative.  If  eye  surgeons  don’t  have  complications  in 
a hospital,  why  should  they  have  them  in  an  office 
setting?  After  all,  both  the  surgical  technique  and  the  ins- 
truments are  the  some,  aren’t  they? 

My  conclusion  is  that  which  medical  rationing  being  a 
reality  as  Dr.  Vázquez  Quintana  has  pointed  out  in  his 
highly  enlightening  article,  and  the  fact  that  pterygium 
excision,  under  local  anesthesia  ia  a a perfectly  safe 
procedure,  there  is  no  question  in  my  mind  that  the 
surgery  of  pterygium  will  eventually  become  unquestion- 
ably an  office  procedure,  except  perhaps  in  the  case  of  the 
occasional  patient  with  a hysterical  personality. 
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ARTICULOS  ESPECIALES 


Turismo  Médico  en  Washington,  DC 

José  G.  Rigau-Pérez,  MD,  MPH 


La  ciudad  de  Washington  tiene  más  monumentos, 
'galerías,  parques  y atracciones  de  los  que  cualquier 
turista  puede  ver  en  una,  o aún  varias,  visitas.  Pero  entre 
la  multitud  de  visitantes  a esa  capital,  hay  quienes  regre- 
san una  y otra  vez,  y tienen  la  oportunidad  de  explorar, 
hasta  la  saciedad,  los  más  y los  menos  famosos  lugares. 
También  hay  turistas  que  preparan  cuidadosamente  sus 
itinerarios,  dirigiéndose  a los  lugares  relacionados  con 
especiales  intereses  personales,  y evitando  gastar  tiempo 
en  las  atracciones  “célebres”  (es  decir,  las  que  son 
famosas  por  el  simple  hecho  de  que  son  populares).  Este 
comentario  sobre  las  atracciones  relacionadas  a la 
medicina  en  el  área  de  Washington  describe,  mayor- 
mente, lugares  de  interés  secundario  para  quien  visite  por 
primera  vez  la  capital  de  Estados  Unidos.  Estos  son 
lugares  recomendados  no  tanto  para  deleite  estético,  sino 
para  la  exploración  de  manifestaciones  importantes  de  la 
profesión  médica,  y su  major  comprensión  como  entidad 
histórica,  política  y administrativa. 

National  Museum  of  American  History 

El  Museo  Nacional  de  Historia  Americana  es  uno  de 
los  museos  más  importantes  de  Washington.  Está  locali- 
zado en  el  extremo  suroeste  del  “Malí”  (o  paseo,  la 
enorme  franja  de  césped  entre  el  Capitolio  y el  monu- 
mento a Washington).  Se  le  conoce  como  “el  ático  de  la 
nación”,  porque  recoge  en  sus  fondos  una  infinita  diver- 
sidad de  artefactos  que  pueden  parecer  trastos  o vejesto- 
rios, pero  que  eventualmente  se  valoren  como  inaprecia- 
bles reliquias  de  expresiones  políticas,  artísticas,  mili- 
tares, científicas,  tecnológicas,  o folklóricas.  Por  ejemplo, 
el  NMAH  exhibe  con  gran  panoplia  la  bandera  que 
Francis  Scott  Key  vio  ondear  sobre  Fort  McHenry 
(Baltimore)  durante  el  bombardeo  inglés  de  1814,  y que  le 
inspiró  a escribir  “The  Star  Spangled  Banner”,  hoy  el 
texto  del  himno  nacional  de  Estados  Unidos.  El  museoes 
inmenso,  y entre  sus  posesiones  más  famosas  están  los 
trajes  que  las  Primeras  Damas  usaron  en  las  inaugura- 
ciones presidenciales,  un  par  de  los  zapatos  color  rubí  que 
usó  Judy  Garland  en  la  película  “El  mago  de  Oz”,  y la 
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bombilla  que  usó  Edison  en  la  primera  demostración 
pública  del  alumbrado  eléctrico,  el  31  de  diciembre  de 
1879. 

Dos  áreas  del  museo  exhiben  objetos  relacionados  con 
medicina.  Una  de  las  principales  exhibiciones  permantes, 
“After  the  Revolution”,  describe  la  vida  diaria  en  la  joven 
república  americana,  de  1780  a 1800.  Dos  pequeñas 
vitrinas  están  dedicadas  a temas  médicos  - la  mortalidad 
infantil,  y las  epidemias  de  fiebre  amarilla  en  Filadelfia  en 
1793  y 1798.  La  primera  presenta  un  biberón  y unos 
forceps  de  la  época,  y la  segunda,  instrumentos  quirúr- 
gicos y un  botiquín.  El  área  dedicada  especialmente  a 
medicina,  en  otro  piso  del  museo,  cerca  de  las  exhibi- 
ciones sobre  física,  química  y astronomía,  tiene 
exhibiciones  detalladas  sobre  la  historia  de  la  medicina, 
la  cirugía  y la  dentistería,  con  sesiones  sobre  el  desarrollo 
de  técnicas  diagnósticas  y aparatos  de  rayos  X,  ultra- 
sonido, “body  imaging”,  y el  electrocardiografía.  Hay 
una  exhibición  de  microscopios,  y otra  sobre  la  anestesia. 
Las  intervenciones  quirúrgicas,  los  partos,  y hasta  las 
sangrías  encuentran  sitio  en  esta  exhibición.  El  área 
dedicada  a la  historia  de  la  Farmacia  incluye  la 
reconstrucción  de  una  botica  alemana  del  siglo  18,  y una 
“drugstore”  americana  de  1890.  Hay  una  pequeña 
exhibición  sobre  la  salud  pública,  y una  vitrina  dedicada 
a los  logros  del  “U.S.  Public  Health  Service”  y “National 
Institutes  of  Health”  (ver  abajo). 

National  Museum  of  Health  and  Medicine 
(Walter  Reed  Medical  Center) 

El  Museo  Nacional  de  Salud  y Medicina,  llamado 
hasta  hace  poco  “Armed  Forces  Medical  Museum”,  es  de 
más  interés  para  el  especialista  que  para  el  curioso.  Sus 
colecciones  permanentes  hacen  énfasis  en  la  historia  del 
diagnóstico  y la  demostración  de  las  lesiones  anatomopa- 
tológicas  desde  la  fundación  del  museo  (1862,  Guerra 
Civil  americana)  hasta  los  años  1950s  (Guerra  de  Korea). 
Hay  especímenes  de  tejidos  humanos  con  lesiones  produ- 
cidas por  cáncer,  trauma,  parásitos,  o causas  descono- 
cidas; antiguos  modelos  anatómicos  japoneses;  modelos 
de  cera  franceses  del  siglo  19  demostrando  la  circulación 
fetoplacentaria,  dermatosis  y úlceras  sifilíticas;  fetos, 
esqueletos,  retazos  de  piel  tatuada,  y restos  anatómicos 
de  interés  singular.  Los  personajes  históricos  cuyas 
autopsias  se  exhiben  en  vitrinas  incluyen  a dos  presiden- 
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Figura  1.  National  Museum  of  Health  and  Medicine.  Detalle  de  la  sala  de 
exhibiciones.  En  la  vitrina  del  fondo,  a izquierda  del  centro,  el  esqueleto 
del  soldado  anquilosado  por  la  artritis.  Foto  cortesía  del  mismo  Museo. 


tes  asesinados  (Lincoln  y Garfield),  una  anciana  descrita 
en  las  “American  Notes”  de  Dickens  (1842)  por  su 
comportamiento  peculiar  (debido,  según  la  autopsia,  a 
sifilis  terciaria),  un  soldado  de  la  Guerra  Hispano- 
americana anquilosado  por  la  artritis  (al  morir,  sus 
coyunturas  estaban,  efectivamente,  fundidas,  ver  Figura  1), 
y un  patólogo  del  museo,  muerto  en  1929,  quien  donó  su 
cuerpo  a la  institución,  dando  instrucciones  para  la 
autopsia,  designado  quién  la  haría,  cómo  se  conservarían 
los  tejidos,  y describiendo  la  información  pertinente 
sobre  su  historial  de  salud  y personalidad.  (En  cuanto  a 
sus  logros  profesionales,  sólo  indicó:  “Biographical 
sketch  published  many  times.  See  ‘Who’s  Who”.) 
También  están  los  huesos  de  una  pierna  del  general 
Sickles,  con  la  bala  de  cañón  que  lo  hirió  en  la  Guerra 
Civil.  El  general  donó  la  extremidad  y la  bala  al  museo,  y 
luego  se  hizo  notorio  por  las  visitas  que  hizo  por  años  a la 
insitución  para  contemplar  sus  restos  en  el  aniversario  de 
su  herida. 

El  diagnóstico  de  lesiones  patológicas  no  se  limita  a la 
observación  de  los  tejidos  a simple  vista.  El  museo 
incluye,  por  tanto,  una  enorme  colección  de  microsco- 
pios, desde  el  más  antiguo  de  Leeuwenhoek  hasta  los 
modernos  electrónicos.  Hay  igualmente  una  colección  de 
máquinas  de  ra‘yos  X,  de  estetoscopios,  y oftalmoscopios. 
La  historia  del  tratamiento  de  los  pacientes  recibe  alguna 
atención.  Las  vitrinas  más  interesantes  se  refieren  al 
transporte  médico  de  los  heridos  por  mar  y tierra,  pero 
también  se  exhiben  instrumentos  quirúrgicos  (de  cirugía 
general,  oral,  obstétrica  y ocular),  botiquines  de  medica- 
mentos, espejuelos,  y cajas  de  dientes  (entre  ellas,  la  del 
general  Pershing). 

El  museo  prepara  también  exhibiciones  especiales 
sobre  asuntos  de  interés  actual.  La  presente  exhibición  es 
sobre  el  síndrome  de  inmunodeficiencia  adquirida  y la 
historia  del  diagnóstico  y prevención  de  las  enfermedades 
de  trasmisión  sexual.  Abre  con  grandes  fotografías  y dia- 
grams sobre  el  virus  y la  enfermedad,  e incluye  una 
pizarra  electrónica  que  va  indicando  el  total  de  casos  de 
SIDA  notificados  en  Estados  Unidos,  y el  número  de 
muertes  por  ese  mal.  Una  vitrina  contiene  paquetes  de 
condones  de  hasta  hace  70  años.  Hay  además  una  intere- 


sante colección  de  afiches  usados  en  las  dos  guerras 
mundiales  para  advertir  a los  soldados  los  peligros  del 
contacto  con  prostitutas,  y de  la  trasmisión  sexual  de 
enfermedades. 

A lo  largo  de  su  historia  el  museo  ha- ocupado  6 edifi- 
cios. De  1887  a 1969  estuvo  en  un  edificio  en  el  mismo 
“Malí”,  en  el  terreno  que  ahora  ocupa  el  “Hirshorn 
Museum”  al  lado  del  “Air  and  Space  Museum”.  Ahora  el 
NMHM,  que  depende  del  ilustre  “Armed  Forces 
Institute  of  Pathology”,  está  localizado  en  el  Walter  Reed 
Medical  Center.  Las  salas  están  en  un  edificio  moderno, 
pero  la  disposición  de  las  exhibiciones  y la  relativa 
penumbra  de  la  sala  (posiblemente  necesaria  para  evitar 
el  deterioro  de  los  especímenes)  dan  una  tris'te  impresión 
de  vejez  y abandono.  Por  la  crudeza  de  alguna  de  las 
preparaciones  patológicas  y los  modelos  de  cera,  el 
museo  no  es  recomendable  para  niños  pequeños  o 
adultos  impresionables. 

National  Library  of  Medicine 

La  Biblioteca  Nacional  de  Medicina  (National  Library 
of  Medicine  - NLM)  está  situada  en  los  terrenos  de  los 
“National  Institutes  of  Health”  en  Bethesda,  Maryland. 
Fundada  en  1836,  compartió  las  migraciones  del  NMHM 
y estuvo  antes  en  “Ford’s,  Theater”  y el  “Malí”.  Su 
actual  edificio,  de  1962,  es  de  diseño  modernista,  con  una 
distintiva  cúpula  angulosa  (ver  Figura  2).  No  hay 
restricciones  para  la  entrada.  El  lobby,  rectangular,  tiene 
exhibiciones  temporeras  sobre  la  historia  de  la  medicina  y 
del  U.S.  Public  Health  Service.  El  salón  principal,  bajo  la 
cúpula,  tiene  una  claridad  suave  muy  agradable  para  los 
lectores.  A la  izquierda  están  los  servicios  de  referencia  y 
las  computadoras  para  la  búsqueda  bibliográfica,  como 
antesala  del  “Reading  Room”. 

La  mitad  derecha  del  salón  principal  está  ocupada  por 
una  pequeña  exposición  dispuesta  en  círculo,  sobre  la 
historia  de  la  bibliografía  médica  de  la  NLM  y de  sus 
servicios.  Las  vitrinas  del  exterior  de  la  circunferencia 
presentan  muestras  de  la  literatura  médica,  desde 
papiros,  pergaminos  medievales,  códices  aztecas,  y libros 
incunables,  hasta  “word  processors”  y “computer 
retrieval”.  La  historia  de  la  NLM  está  brevemente 
descrita,  mencionando  su  reformador  John  Shaw 
Billings,  M.D.,  y dos  servicios  bibliográficos  mundial- 
mente conocidos,  el  Index  Medicus,  y el  programa  de 
búsqueda  computerizada  de  la  literatura  médica  llamado 
“Grateful  Med”. 

La  circunferencia  interior  de  la  exhibición  se  dedica  a 
los  servicios  que  presta  la  NLM:  catalogación  de  libros  y 
revistas,  “data  bases”  bibliográficos  en  computador,  la 
participación  en  cadenas  regionales  e internacionales  de 
bibliotecas  médicas  (Puerto  Rico  pertenece  a la  región  3), 
y tres  ejemplos  verídicos  de  la  utilidad  de  conseguir 
acceso  instantáneo  a la  literatura  médica:  una  operación 
truncada,  dado  el  hallazgo  de  una  biopsia;  un  niño  con  la 
barbilla  insensible,  quien  resultó  tener  un  tumor  linfá- 
tico; y el  manejo  correcto  de  tres  casos  de  electrocución 
por  rayos  por  un  hospital  sin  experiencia  en  el  cuidado  de 
esos  casos. 

El  “Reading  Room”  tiene  una  amplía  colección  de  los 
textos  y revistas  médicas  más  conocidos,  publicados 
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Figura  2.  National  Library  ofMedicine,  vista  desde  la  avenida  “Rockville  Pike”.  Foto  cortesía  de  la  misma  Biblioteca. 


desde  1980.  El  visitante  tiene  acceso  a todas  las  publi- 
caciones en  la  sala  de  lectura,  pero  para  consultar 
cualquier  otro  libro  o revista,  tiene  que  sacar  una  tarjeta 
de  identificación,  llenar  una  boleta  porcada  publicación 
solicitada  (no  más  de  6 solicitudes  por  hora),  entregarle 
las  boletas  al  bedel,  y esperar  (por  lo  menos  20-30 
minutos). 

La  NLM  tiene  una  división  de  historia  de  medicina, 
con  su  salón  de  lectura  y referencia  separado,  cómodo  y 
bien  iluminado.  Sus  fondos  son  riquísimos,  pues  es,  en 
esencia,  la  sección  de  historia  de  medicina  de  la  Biblioteca 
del  Congreso.  Como  para  el  resto  de  la  NLM,  en  la 
división  de  historia  de  medicina  los  anaqueles  son 
cerrados,  y aquí  las  boletas  de  solicitud  se  recogen  sólo 
cada  hora. 

La  NLM  es  una  biblioteca  para  bibliotecarios,  más  que 
para  usuarios.  Es  una  institución  indispensable  para 
conseguir  referencias  esotéricas,  pero  no  es  muy  útil  para 
encontrar  rápidamente  un  artículo  de  cualquier  revista 
que  no  esté  en  el  “Reading  Room”. 

National  Institutes  of  Health 

Los  “National  Institutes  of  Health”  (NIH)  se  origi- 
naron en  un  “Laboratory  of  Hygiene”  establecido  en 
1887  por  el  “U.S.  Public  Health  Service”  para  la  investi- 
gación sobre  enfermedades  infecciosas.  En  1930  el 
Congreso  amplió  sus  atribuciones  y le  cambió  el  nombre 
a National  Institute  of  Health”.  Aprovechando  la 
espontánea  donación  de  un  terreno  al  gobierno  federal, 
en  1938  la  agencia  se  estableció  en  Bethesda,  Maryland. 
Así  resultó  que  NIH  está  en  un  vecindario  cuyo  nombre, 
desde  tiempos  bíblicos,  está  relacionado  con  la  sanación 
de  enfermos  incurables,  pues  el  evangelio  de  San  Juan 
(5:2-4)  habla  del  estanque  de  Bezata,  o Betsaida,  en 
Jerusalén,  donde  “el  primero  que  descendía  después  de 
agitarse  el  agua  [por  un  ángel],  era  curado  de  cualquier 
enfermedad  que  tuviese”.  Desde  1939,  en  que  se  fundó  el 
“National  Cancer  Institute”,  NIH  ha  crecido  hasta 
incluir  12  institutos  y ocho  divisiones.  Su  presupuesto 
excede  los  siete  billones  de  dólares  ($7,000,000,000),  y 
paga  por  el  mayor  programa  de  investigación  biomédica 
que  hay  en  el  mundo  (como  término  de  comparación,  los 


recursos  consolidados  del  gobierno  de  Puerto  Rico,  para 
1988-89,  con  las  ayudas  son  10.4  billones,  según  el 
“Presupuesto  para  el  año  fiscal  1989  [1  de  julio  de  1988  a 
30  de  junio  de  1989]  que  propone  el  Gobernador”,  San 
Juan,  Febrero  de  1988,  gráfica  A).  NIH  tiene  un  museo 
de  la  investigación  médica,  y sus  ejemplares  se  exponen, 
en  exhibiciones  temporeras  y variantes,  en  el  lobby  del 
Centro  Clínico  (“Building  10”).  Algunas  vitrinas  se 
dedican  a eventos  en  la  historia  de  la  medicina  mundial 
(como  la  publicación  del  libro  de  anatomía  de  Vesalio,  y 
el  descubrimiento  de  la  causa  de  la  pelagra,  por 
Goldberger).  Otros  de  los  especímenes  expuestos  está 
relacionados  con  descubrimientos  e invenciones  de 
científicos  de  NIH,  como  por  ejemplo,  la  técnica  de  cul- 
tivos celulares,  el  corazón  y pulmón  mecánico  (“heart- 
lung  machine”),  la  tomografia  por  emisión  de  positrones 
(“PET  scans”),  la  máquina  que  lee  las  pruebas  ELISA,  y 
los  catéteres  microvasculares.  Hay  además  una  exhibi- 
ción sobre  los  ganadores  de  premios  Nobel  que  han 
trabajado  para  (o  gracias  a fondos  suministrados  por) 
NIH,  con  una  sección  dedicada  a la  vida  de  Alfred  Nobel, 
y la  historia  de  los  premios  que  instituyó. 

Direcciones,  Teléfonos  y Horarios 

National  Museum  of  American  History:  14th  Street 
and  Constitution  Avenue,  NW,  Washington,  DC.  (202) 
357-2700,  10  am  - 5:30  pm. 

National  Museum  of  Health  and  Medicine:  Armed 
Forces  Institute  of  Pathology,  Walter  Reed  Army 
Medical  Center,  Georgia  Avenue  at  Butternut,  NW, 
Washington,  DC.  (202)  576-2418,  Lunes  a viernes  9:30  - 
4:30,  Sábados  y domingos  11:30  - 4:30 

National  Library  of  Medicine:  8600  Rockville  Pike, 
Bethesda,  MD.  (301)496-6308,  Lunes  a sábado  8:30-5:00 
(La  División  de  Historia  de  la  Medicina  no  abre  los 
sábados). 

National  Institutes  of  Health:  9000  Rockville  Pike, 
Bethesda,  MD.  De  Witt  Stetten,  Jr.,  Museum  of  Medical 
Research  (301)  496-6610. 

Para  la  más  reciente  información  sobre  exhibiciones, 
horarios  y teléfonos,  es  recomendable  consultar  el  suple- 
mento “Weekend”  en  el  periódico  “Washington  Post”  de 
los  viernes. 
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Nowhere  is  the  contradiction  between  public  expec- 
tations and  scientific  understanding  more  apparent 
than  in  toxicology  and  food  safety.  Both  politicians,  who 
must  regulate  safety,  and  the  public,  who  expects  to  be 
protected  from  risk,  want  absolutes,  not  shades  of  gray. 
The  public,  press  and  many  politicians  demand  that  the 
food  supply  be  free  of  risk,  i.e.,  absolutely  safe.  Unfor- 
nately,  science  is  not  always  so  straightforward.  Scientists 
believe  that  absolute  safety  is  not  possible  and  prefer  to 
speak  about  the  relative  magnitude  of  various  food- 
related  risks,  such  as  pesticide  residues  or  food  additives. 

While  scientists  have  disagreements  about  the  nature 
and  magnitude  of  food-related  risks,  many  with  profes- 
sional interest  in  food  safety  believe  that  there  are  areas  of 
general  agreement  on  basic  fundamentals.  Many  scientists 
agree  on  what  the  food-related  risks  are  and  their  relative 
order  of  importance.  They  also  agree  on  the  general 
methods  used  to  assess  and  manage  these  risks.  An 
example  of  such  scientific  agreement  was  recently 
published.'  After  members  of  18  professional  societies 
(Table  1)  met  to  discuss  food  safety  issues,  a report, 
drafted  by  the  delegates,  was  approved  by  14  of  the  18 
societies. 

The  most  significant  conclusion  was  that  the  percep- 
tion that  the  American  food  supply  is  unsafe  is  not 
supported  by  scientific  evidence.  It  was  agreed  that  while 
there  were  several  areas  in  which  safety  needed  to  be 
improved,  the  American  food  supply  was  among  the 
safest  in  the  world.  The  general  agreement  was  that  the 
current  system  of  laws  in  which  federal/state  govern- 
ments cooperate  to  ensure  safety  was  adequate  but  that 
the  federal  government  must  continue  to  give  guidance  to 
the  individual  states  to  ensure  national  uniformity, 
especially  in'^the  area  of  interstate  commerce. 


*Comiemporary  Nutriiion,  Vot.  14.  No.  4.  1989.  RepriniecI  with 
permission  from  Genera!  Mills.  Inc.  Minneapolis.  Minnesota. 

**  Associate  Professor.  Institute  of  Food  Science  Stocking  Hall.  C ornell 
University.  Ithaca.  NY  14853 


Table  1 

Participating  Scientific  Societies 

American  Academy  of  Veterinary  and  Comparative  Toxicology* 
American  College  of  Toxicology 
American  Dairy  Science  Association 
American  Meat  Science  Association* 

American  Society  for  Animal  Science* 

American  Society  for  Microbiology* 

American  Veterinary  Medical  Association* 

Association  of  Food  and  Drug  Officials* 

Association  of  Government  Toxicologists* 

Association  of  State  and  Territorial  Health  Officials 
Atlantic  Fisheries  Technological  Conference* 

Council  for  Agricultural  Science  and  Technology* 

International  Association  of  Milk.  Food  and  Environmental 
Sanitarians* 

Institute  of  Food  Technologists* 

Poultry  Science  Association* 

Society  of  Toxicology* 

Teratology  Society 

Tropical  and  Subtropical  Fisheries  Technological  Society* 
*Endorsing  societies 


It  was  remarked  that  certain  segments  of  the  law 
needed  modification,  e.g.,  the  Delaney  Clause,  and  that 
imported  foods  and  domestic  foods  be  required  to  meet 
the  same  safety  requirements  and  standards.  There  must 
be  an  increased  coordination  of  efforts  between  regula- 
tory agencies,  industry  and  academia  in  order  to  keep 
abreast  of  changing  technologies.  The  need  for  an 
integrated  national  policy  on  food  safety  was  stressed. 
Regulatory  resources  need  to  be  directed  on  the  basis  of 
actual  risks  and  not  perceived  risks.  It  was  recommended 
that  risk  assessment  techniques  to  separate  real  from 
perceived  risks,  as  well  as  the  need  for  improvements  in 
risk  communication,  be  utilized.  The  fact  that  the  public 
did  not  understand  the  real  risks  associated  with  foods 
and,  more  important,  how  to  reduce  those  risks  was 
frustrating  to  experts. 

Food-Related  Risks 

Eating,  like  other  human  activities,  has  inherent  risks. 
Five  food-related  risks  have  been  identified,  including; 
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1.  Pathogenic  Microorganisms.  The  most  well-charac- 
terized food-related  risks  are  from  pathogenic  bacteria, 
such  as  Salmonella  enteriticlis  or  Listeria  monocytogenes, 
in  foods. ^ Food-borne  pathogens  are  responsible  for 
dozens  of  confirmed  deaths  of  U.S.  residents  each  year.^ 
The  actual  number  of  deaths  may  be  much  higher. 

2.  Naturally  Occurring  Toxicants.  Recent  evidence 
suggests  that  the  occurrence  of  natural  toxicants  in  our 
diets  may  be  a larger  risk  than  commonly  perceived.'*  We 
have  learned  to  avoid  acute  toxicants.  However,  the  role 
of  low  levels  of  substances,  such  as  aflatoxin,  plant  toxins 
or  mutagens  formed  during  cooking,  is  unknown.^ 

3.  Environmental  Contaminants.  Modern  food  produc- 
tion and  processing  can  result  in  the  adventitious 
addition  of  trace  amounts  of  potentially  toxic  substance, 
such  as  polychlorinated  biphenyls  (PCBs),  to  the  envi- 
ronment.^ The  occurrence  of  extremely  small  amounts  of 
PCBs  in  food  cannot  be  prevented  entirely  but  most 
toxicologists  would  agree  that  current  levels  do  not 
represent  a significant  hazard.  Environmental  additives 
can  also  migrate  from  food  contact  surfaces,  such  as 
plastic  packaging.’ 

4.  Pesticide  Residues.  Pesticide  residues  represent  a 
food-related  risk  but  at  a much  lower  level  than  is 
commonly  perceived.  Premarket  testing  requirements 
(especially  for  newer  pesticides)  and  strict  monitoring  of 
residue  levels  helped  ensure  that  this  risk  remains  at  a low 
priority.* 

5.  Food  Additives.  Despite  common  perception,  much 
is  known  about  the  safety  of  food  additives.  Strict  toxico- 
logical and  use  testing  of  each  substance  to  be  used  as  an 
intentional  food  additive  and  labeling  of  foods  contain- 
ing food  additives  is  required.  There  is,  in  fact,  indirect 
evidence  that  some  additives,  e.g.,  BHT  (butylated 
hydroxytoluene),  may  reduce  cancer  risks.’ 


Evaluating  and  Managing  Risks 

Because  many  of  these  risks  are  inherent  in  foods,  how 
should  the  regulatory  authorities  evaluate  and  manage 
these  risks?  Regulatory  management  of  food-related  risks 
consists  of  three  components:  risk  assessment,  risk 
management  and  risk  communication.  Risk  communi- 
cation has  received  insufficient  attention  and  it  is 
necessary  to  better  understand  how  to  communicate 
concepts  concerning  risk. 

Risk  assessment  is  the  use  of  scientific  data  to  quantify 
the  potential  magnitude  of  adverse  health  effects 
resulting  from  exposure  of  individuals  to  hazards.  The 
emphasis  of  risk  assessment  is  on  the  use  of  toxicological 
and  biostatistical  methods  to  estimate  risk.  Risk 
management,  on  the  other  hand,  is  the  process  of 
selecting  from  the  various  policy  alternatives  in  order  to 
implement  the  most  appropriate  regulatory  policy.  While 
risk  assessment,  in  its  purest  form,  relies  only  on  science, 
risk  management  must  consider  the  social,  economic  and 
political  implications  of  each  regultory  alternative. 

Risk  assessment  is  usually  considered  to  be  a four-step 
process,  including  hazard  identification,  dose-response 
assessment,  exposure  assessment  and  risk  characteriza- 
tion. 


1.  Hazard  identification  determines  if  exposure  to  a 
specific  agent  is  likely  to  result  in  an  adverse  health 
outcome  (e.g.,  cancer,  birth  defects,  etc.).  Scientists  rely 
on  three  major  types  of  data  when  identifying  hazards, 
including  epidemiological  studies,  animal  bio-assays  and 
in  vitro  experiments.  No  single  type  of  data  is  considered 
sufficient  for  hazard  identification  but  well-conducted 
epidemiological  studies  that  demonstrate  a positive 
association  between  human  exposure  to  an  agent  and 
disease  are  given  highest  weight.  Unfortunately,  epide- 
miological data  is  often  confounded  by  uncontrollable  or 
unknown  factors,  such  as  low  exposure,  multiple 
exposures,  long  latency  periods  between  exposure  and 
symptoms,  and  uncertainties  about  exposure -disease 
relationships  in  humans. 

Animal  bioassays  are  the  most  readily  available 
sources  of  data  for  hazard  identification.  Laboratory 
animals  (in  most  cases,  rodents)  are  exposed  to  agents  at 
levels  that  are  orders  of  magnitude  higher  than  possible 
human  exposure.  Often  the  exposure  is  set  at  a level  just 
below  that  which  would  cause  acute  toxicity.  This 
exposure  is  nearly  always  over  the  entire  lifetime  of  the 
animal  and  may  even  include  in  útero  exposure.  The  short 
lifetime  (2-3  years)  of  laboratory  rodents  and  the 
limitation  of  small  animal  numbers  compared  to  millions 
of  potential  exposed  humans  support  the  use  of  such 
unrealistic  doses.  Positive  results  in  both  sexes,  expecially 
in  more  than  one  species,  mean  that  there  is  strong 
evidence  of  hazard.  However,  often  the  response  is  near 
or  just  slightly  above  statistical  significance  and  is  evident 
in  only  one  sex  or  species,  which  leads  to  scientific 
uncertainty  and  debate. 

Also,  evidence  results  from  short-term  bioassays  that 
are  usually  conducted  in  vitro.  The  strong  relationship 
between  mutagenesis  and  carcinogenesis  suggests  that 
mutagens  are  potentially  carcinogens  in  the  absence  of 
other  data.  However,  mutagenicity  data  alone  are 
insufficient  to  classify  a compound  as  a carcinogen  and 
must  be  further  supported  by  animal  bioassays. 

2.  Dose-response  assessment  determines  the  relation- 
ship between  the  dose  or  amount  of  an  agent  and  the 
likelihood  of  the  adverse  health  effects.  A basic  tenet  of 
toxicology  states  that  the  size  of  the  dose  (i.e.,  exposure) 
and  the  magnitude  of  the  response  (i.e.,  the  number  of 
diseased  animals)  are  positively  correlated. Dose- 
response  data  is  most  often  derived  from  animal 
bioassays  which  are  extrapolated  to  humans  but  rarely 
derived  directly  from  epidemiological  studies.  Uncertain- 
ties arise  in  the  extrapolation  from  0.25  kg  rodents  with 
2-year  life  spans  to  70  kg  humans  with  80-year  life  spans. 
Most  animal  bioassays  are  designed  to  identify  hazards 
but  are  less  able  to  produce  high-quality  dose-response 
relationships.  Further  uncertainties  occur  when  high- 
dose  data  are  extrapolated  to  human  exposure  levels 
which  are  orders  of  magnitude  lower.  For  example,  high 
doses  may  overwhelm  the  metabolic  defense  mechanisms 
of  the  test  animals  and  so  may  not  be  representative  of  the 
biochemistry  occurring  at  low-dose  exposures.  Even  in 
those  animal  bioassays  in  which  the  dose  response  is 
clear,  the  shape  (linear  versus  concave  or  convex)  of  the 
curve  at  doses  that  are  below  experimental  detection  is 
uncertain.  Further  complications  arise  when  adverse 
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health  effects  are  extrapolated  to  humans.  It  is  well 
documented  that  there  are  species-related  differences  in 
response  to  chemical  carcinogens.’* 

It  may  appear  that  these  uncertainties  would  render 
such  extrapolations  useless.  Unfortunately,  dose-response 
data  from  animal  bioassays  are  the  only  available  method 
used  to  assess  human  risk  from  low-dose  exposure  to 
many  agents.  Regulatory  policy  makers  are  forced  to  rely 
on  conservative  “worse-case”  scenarios  in  making  these 
extrapolations. 

3.  Exposure  assessment  determines  the  quantity  of  a 
substance  to  which  humans  are  or  could  be  exposed.  It  is 
often  difficult  to  determine  exact  human  exposures  to 
pesticides,  for  example.  Apart  from  the  fact  that  pesticide 
residues  occur  in  raw  agricultural  commodities  at  levels 
well  below  those  permitted,  factors,  such  as  the  effect  of 
food  processing,  storage  or  home  preparation,  often 
make  exposure  determinations  more  difficult.  Averaging 
production  figures  for  a product  does  not  give  an 
accurate  picture  of  consumption.  Some  individuals  are 
likely  not  to  consume  any  of  a given  food  while  others 
consume  extraordinary  amounts.  Children  consume  a 
disproportionate  share  of  processed  apples  G^ice, 
applesauce).  In  most  cases,  increased  apple  processing 
would  likely  result  in  a reduction  of  pesticide  in  the 
product.  Clearly,  any  accurate  assessment  of  pesticide 
exposure  from  apples  must  take  these  factors  into 
account. 

Once  the  magnitude  of  exposure  is  determined,  it  can 
be  compared  to  the  dose-response  extrapolation  to 
estimate  the  overall  effect  of  human  exposure.  For 
example,  residue  data  for  carcinogenic  pesticides  are  used 
to  calculate  exposure,  which  is  then  compared  to  dose- 
response  data  to  determine  an  overall  assessment  of  the 
risk  of  cancer.  Often  a lifetime  risk  of  1 cancer  in  1 millio 
people  is  used  as  a cutoff  point,  greater  risks  are  deemed 
unacceptable. 

4.  Risk  characterization  determines  the  magnitude  or 
nature  of  a specific  risk  based  on  the  data  collected  in 
steps  1-3  above.  This  process  must  take  into  account  the 
size  of  the  exposed  population  and  must  determine 
special  circumstances  that  call  for  a more  conservative 
characterization,  such  as  exposure  of  children  or 
pregnant  women  or  high  industrial  exposures.'^  While 
the  goal  of  this  process  is  an  objective  scientific 
assessment  to  risk,  the  many  uncertainties  in  the  process 
require  that  scientific  and  policy  judgments  that  influence 
the  outcome  of  the  process  be  determined.  Judgments  of 
what  constitutes  a positive  result,  how  to  treat  common 
(or  rare)  tumors  in  a particular  species,  what  extrapola- 
tion models  are  to  be  used  in  interpreting  dose-response 
data,  or  the  validity  of  animal  bioassay  data  must  be 
determined.  These  uncertainties  are  due  either  to  gaps  in 
scientific  knowledge  or  result  from  a lack  of  information 
about  a specific  toxic  substance. 

Generally,  regulatory  scientists  charged  with  protecting 
public  health  choose  the  most  conservative  alternative 
when  making  a scientific  policy  judgment.  The  lower  95% 
confidence  interval  is  used  to  determined  the  lowest 
positive  dose  for  carcinogenicity  in  an  animal  bioassay. 
The  rationale  for  this  approach  is  that  it  is  better  to  err  on 
the  safe  side  than  to  allow  a substance  on  the  market  that 


would  result  in  undue  risk  of  disease.  The  problem  is  that 
such  conservative  estimates,  if  not  understood  by  the 
public,  can  leave  the  impression  that  there  is  greater  risk 
than  is  actually  the  case  and  that  if  these  substances  were 
eliminated  from  the  environment,  risks  from  chronic 
diseases,  such  as  cancer,  would  be  reduced. 

Risk  Management 

Authorities  who  are  responsible  for  making  safety 
decisions  must  take  all  scientific  uncertainties  into 
account  and  must  also  consider  economic,  social  and 
political  factors  before  selecting  a regulatory  option. 
Nitrite,  in  cured  meats,  may  present  a small  theoretical 
cancer  risk  but  it  prevents  the  real  and  immediate  risk  of 
botulism.  The  factors  considered  in  risk  management  are 
more  qualitative  in  nature  and  should  be  considered 
independently  of  the  scientific  process  of  risk  assessment. 

Regulatory  authorities  have  a variety  of  options 
available  for  risk  management  after  risk  assessment  data 
have  been  reviewed.  They  may  choose  not  to  regulate  a 
substance  if  the  risk  is  extremely  remote  or  greatly 
outweighed  by  the  benefits.  More  often  a substance  may 
be  allowed  but  the  amounts  and  specific  uses  may  be 
carefully  controlled  as  in  the  case  of  artificial  sweeteners. 
Products  are  labeled  if  they  contain  aspartame  or  yellow 
#5,  for  example,  when  only  a small  subpopulation  is 
adversely  affected.  A substance  may  be  banned  if  the  risk 
is  deemed  unacceptable.  Substances  that  meet  the  legal 
definition  of  a “food  additive”  are  subjected  to  the 
Delaney  Clause,  which  requires  that  substances  which 
“cause  cancer”  be  prohibited  from  use  in  foods  in  any 
amount  regardless  of  potency  or  benefit. 

The  National  Research  Council  reviewed  the  risk 
assessment  process  at  the  federal  level  and  made  several 
recommendations  for  improvement.*^  Chief  among  the 
suggestions  was  that  the  risk  assessment  process  be  made 
more  uniform  across  federal  regulatory  agencies.  This 
could  be  accomplished  by  developing  federal  guidelines 
to  structure  the  collection,  interpretation  and  use  of  risk 
assessment  information.  These  guidelines  would  require 
enough  flexibility  to  incorporate  scientific  advances  in 
the  risk  assessment  process  and  to  consider  any  special 
circumstances  for  a given  agent. 

Risk  assessment  techniques  are  most  often  applied  to 
carcinogens  but  require  more  broad  applications  to 
neurotoxicity,  immunotoxicity,  behavioral  and  specific 
organ  toxicity.  Also,  there  is  a need  to  improve  both  the 
methods  used  to  estimate  risks  and  the  data  base  used  in 
the  calculations. 


Summary 

The  scientific  community  believes  that  the  U.S.  food 
supply  is  as  safe  as  any.  Obviously,  there  are  areas  in  need 
to  improvement  and  it  is  clear  that  the  scientific  priorities 
are  different  from  those  of  the  lay  public.  There  is 
concern  that  these  differences  in  priorities  have  been 
translated  into  policy  that  may  be  misdirected.  Such 
misdirected  by  policy  could  result  in  the  less  than  optimal 
use  of  finite  resources. 
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One  solution  proposed  to  solve  this  dilemma  is  to 
improve  risk  assessment  techniques  and  to  more  effec- 
tively communicate  concepts  related  to  risk.  All  must 
share  this  responsibility. 
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And  since  a 12-year  study  shows 
that  being  40%  or  more  overweight 
puts  you  at  high  risk, 
it  makes  sense  to  follow  these 
guidelines  for  healthy  living! 

Eat  plenty  of  fruits  and 
vegetables  rich  in  vitamins  A 
and  C— oranges,  cantaloupe, 
strawberries,  peaches,  apricots, 
broccoli,  cauliflower,  brussel 
sprouts,  cabbage.  Eat  a high- 
fiber,  low-fat  diet  that  includes 
whole-grain  breads  and  cereals 
such  as  oatmeal,  bran  and  wheat 
Eat  lean  meats,  fish,  skinned 
poultry  and  low-fat  dairy 
products.  Drink  alcoholic 
beverages  only  in  moderation. 
For  more  information, 
call  1-800-ACS-2345. 


EAHNG 

RIGHT 

CAN 

HELP 

REDUCE 

THE 

RISK 

OF 

CANCER. 

It  can  also  help 
you  reduce  your  weight. 
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CHOLINE  COTRANSPORT  IN  CHOLINERGIC  AND 
NON-CHOLINERGIC  SYSTEMS 

James  G.  Townsel,  Ph.D.,  Professor  and  Chairman, 
Department  of  Physiology,  School  of  Medicine, 
Meharry  Medical  College,  Nashville,  Teno.  37208 


The  synthesis  and  subsequent  release  of  acetylcholine  (ACh)  at  cholinergic  nerve  ter- 
minals appears  to  be  regulated  by  the  availability  of  precursor  choline.  A major  source  of 
choline  available  for  ACh  synthesis  at  the  nerve  terminal  is  that  provided  by  a choline  - 
sodium  cotransport  system.  This  choline  cotransport  system  is  also  characterized  as  a sodium  - 
dependent  high  affinity  choline  uptake  system  (HAChUS).  There  is  increasing  speculation 
that  high  affinity  choline  uptake  is  uniquely  associated  with  cholinergic  nerve  terminals  and 
hence  a reliable  marker  for  the  presence  of  cholinergic  transmission.  Over  the  past  ten  years 
we  have  reported  on  cholinergic  involvement  and  cholinergic  markers  in  the  marine 
arthopod-Llmulus  polyphemus.  In  this  talk  I will  focus  on  the  characterization,  distribution, 
and  probable  roles  of  the  choline  cotransporter  in  cholinergic  and  non-cholinergic  tissues  in 
Limuius. 

Previous  studies  reported  by  our  laboratory  suggests  the  presence  of  cholinergic  trans- 
mission in  the  Limuius  abdominal  ganglia  [Thomas,  W.  and  Townsel,  J.G.,  Can  J.  Physiol. 
Pharmacol.  59:139-143,  19811  at'd  the  protocerebrum/copora  peduncula  complex  [Ivy,  M.T. 
and  Townsel.  J.G.,  Comp.  Biochem.  Physiol  (86C):103-1 10,  1987.]  In  these  tissue,  we  charac- 
terized a HAChUS  which  was  sodium-dependent,  inhibited  by  micomolar  concentrations  of 
hemicholinium  - 3 (HC-3)  and  subserved  the  synthesis  of  ACh.  Moreover,  the  capacity  of  the 
HAChUS  in  these  tissues  was  significantly  increased  by  prior  exposure  to  depolarizing  con- 
centrations of  potassium.  In  subsequent  studies  we  characterized  an  apparent  HAChUS  with 
similar  properties  in  the  Limuius  cardiac  ganglion.  This  tissue  does  not  present  a profile  in- 
dicative of  the  presence  of  cholinergic  transmission.  Radiolabelled  choline  taken  up  by  the 
cardiac  ganglion  HAChUS  was  not  incorporated  into  ACh,  nor  did  ganglia  preloaded  with 
radiolabelled  choline  release  radioactivity  upon  perfusion  with  depolarizing  concentrations  of 
potassium. 

The  presence  of  an  the  HAChUS  in  a non-cholinergic  system  allowed  us  to  evaluate 
the  stimulatory  effect  of  depolarization  on  high  affinity  choline  transport  in  the  absence  of 
ACh  release.  The  role  of  the  HAChUS  in  this  non-cholinergic  tissue  was  explored.  Our 
evidence  suggests  that  the  HAChUS  in  the  Limuius  cardiac  ganglion  may  be  involved  in  the 
rapid  turnover  of  membrane  phospholipid.  The  possible  involvement  of  the  choline  con- 
transporter  in  the  packaging  and.«subsequent  release  of  an  undetermined  transmitter  is  dis- 
cussed. 
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POSITIVE  MODULATION  OF  CHOLINERGIC  RECEPTOR 

Vesna  A.  Eterovic,  Pedro  A.  Ferchmin,  Richard  Hann,  K.  Szczawinskia, 
Department  of  Biochemistry,  Universidad  Central  del  Caribe,  Cayey,  P.R. 
00634,  6.  Escalona  de  Motta,  Institute  of  Neurobiology  and  College  of 
Pharmacy,  University  of  Puerto  Rico,  San  Juan,  P.R.,  and  M.G.  McNamee, 
A.  Palma  and  L.  Li,  Department  of  Biochemistry  and  Biophysics, 
University  of  California  at  Davis,  CA. 

Synaptic  receptors  are  proteins  that  mediate  the  transmission  of 
electrical  impulses  between  excitable  cells,  such  as  neurons  and  muscle 
fibers.  The  electrical  impulse  generated  by  the  receptor  can  be 
modulated  (increased  or  decreased)  by  certain  substances,  which  render 
that  particular  synapse  more  or  less  efficient.  Long-lasting 
modifications  of  selective  synaptic  pathways  are  believed  to  be  the 
basis  of  memory  storage* in  the  brain. 

Our  group  is  studying  modulation  of  the  nicotinic  cholinergic 
receptor.  By  combining  biochemical  and  electrophysiological 
techniques,  we  described  several  compounds  that  increase  this 
receptor's  response  to  acetylcholine  in  frog  muscle,  but  not  in 
membrane  vesicles  from  electric  organ  of  an  electric  fish  (a  rich 
source  of  nicotinic  receptor).  This  finding  suggested  that  the 
mechanism  of  receptor  modulation  might  include  additional  factors 
present  in  whole  muscle  but  not  in  membrane  vesicles,  or  that  these  two 
other  wise  very  similar  receptors  might  differ  in  their  response  to 
positive  modulators.  This  question  was  pursued  by  injecting  mRNAs 
coding  nicotinic  receptors  from  mouse  muscle  and  from  Torpedo 
californica  electric  organ  into  oocytes  of  Xenopus  laevis,  and  studying 
the  currents  elicited  by  acetylcholine  with  a whole-cell  voltage-clamp 
technique.  The  compounds  tested  (succinyl  and  acetyl  derivatives  of  N- 
tris  (hyroxymethyl ) methyl -2-aminoethane  sulfonic  acid)  showed  little 
potentiation  of  additional  factors  in  whole  muscle  not  present  in 
membrane  vesicles  or  in  oocytes.  Other  positive  modulators  of  the 
CHOLINERGIC  receptor  are  ATP  and  ADP,  whose  mechanism  of  action  we  are 
now  studying  in  the  oocyte  system,  electric  organ  vesicles  and  muscle 
cells  in  culture. 
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Neuronal  Proteases  - An  Overview 

Sherwin  Wilk 
Oept.  of  Pharmacology 

Mount  Sinai  School  of  Medicine  tff  CUNY,  New  York,  NY 


Proteases  play  a significant  role  in  a number  of  aspects  of  neuronal 
function.  In  addition  to  catalyzing  the  synthesis  and  degradation  of  neuro- 
peptides they  can  activate  or  deactivate  regulatory  proteins  by  "limited 
proteolysis"  and  catalyze  general  protein  turnover.  Two  major  enzymes  acting 
primarily  on  protein  substrates  (proteinases)  are  the  calcium  activated  neu- 
tral proteinase  (calpain)  and  the  multicatalytic  proteinase  complex  (MPC). 
Calpain  mediates  limited  proteolysis  and  may  be  involved  in  the  control  of 

regulatory  processes  and  the  degradation  of  neurofilament  proteins.  MPC  is 

the  only  known  proteinase  with  multiple  active  sites.  It  is  present  in  all 
eukaryotic  cells  and  has  been  shown  to  be  identical  to  the  19S  particle  known 

as  the  prosome.  MPC  represents  the  major  intracellular  non-lysosomal  proteo- 

lytic system. 

Enzymes  involved  in  neuropeptide  metabolism  are  of  particular  interest  in 
view  of  the  biological  activities  mediated  by  neuropeptides.  Such  enzymes  are 
recognized  as  important  targets  for  therapeutic  intervention.  For  example, 
inhibitors  of  angiotensin  converting  enzyme  represent  one  of  the  major  thera- 
peutic approaches  to  the  control  of  hypertension.  Endopeptidase  24.11, 
comnonly  referred  to  as  "enkephalinase"  is  one  of  the  best  characterized 
neuropeptide  degrading  enzymes.  It  inactivates  the  enkephalins  and  other 
neuropeptides.  Inhibitors  of  this  enzyme  are  currently  under  clinical  evalua- 
tion as  novel  analgesics.  Prolyl  endopeptidase  is  another  example  of  a well 
characterized  enzyme  acting  on  a variety  of  neuropeptide  substrates.  It 
cleaves  peptide  bonds  after  prolyl  residues  in  peptides  such  as  angiotensin, 
bradykinin,  neurotensin,  luteinzing  hormone  releasing  hormone  and  thyrotropin 
releasing  hormone  (TRH). 

Recent  studies  indicate  that  neuropeptide  degrading  enzymes  are  subject 
to  regulation.  The  only  known  neuropeptide-specific  enzyme  is  pyroglutamyl 
peptidase  II  which  degrades  TRH.  This  enzyme  is  found  predominantly  in  brain 
where  it  is  present  on  synaptic  membranes,  and  may  terminate  the  biological 
activity  of  TRH.  Pyroglutamyl  peptidase  II  is  regulated  by  thyroid  hormones 
and  by  protein  kinase  C.  Phosphorylation  of  pyroglutamyl  peptidase  II  by 
protein  kinase  C produces  a rapid  and  marked  down  regulation  of  enzyme 
activity  in  the  Y-79  Retinoblastoma  cell. 
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NEUROMODULATORY  ACTIONS  OF  NEUROPEPTIDE  Y 

Walter  1.  Silva,  Ph.D.,  Department  of  Pharmacology,  Universidad  Central  del 
Caribe,  School  of  Medicine,  Cayey,  P.R. 

Neuropeptide  Y (NPY)  is  a 36  amino  acid  peptide  structurally  related  to 
the  pancreatic  polypeptides  (PP)  of  various  species  and  peptide  YY  (PYY). 

NPY  co-exists  with  noradrenaline  (NA)  in  neurons  in  both  the  CNS  and 
periphery  but  is  also  present  in  non-catecholaminergic  systems.  Recent 
evidence  supports  the  view  that  NPY  functions  as  a neuromodulator  and 
neurotransmitter  involved  in  the  regulation  of  the  cardiovascular  system. 
Some  of  its  actions  include  its  ability  to  potentiate  the  responses  to 
norepinephrine  and  other  vasoconstrictor  agents,  and  its  inihibition  of  the 
release  of  catecholamines  in  peripheral  autonomic  synapses.  On  its  own  it 
bears  the  capacity  to  elicit  vasoconstriction  of  certain  blood  vessel 
groups.  These  responses  seem  to  be  mediated  by  anatomically  and 
pharmacologically  distinct  NPY  receptors,  namely  Y1  and  Y2  receptor 
subtypes. 

Determination  of  NPY's  role  in  central  and  peripheral  tissues  requires 
the  aplication  of  molecular  techniques  and  approaches.  Until  now,  analysis, 
detection,  and  quantification  of  NPY  has  relied  mainly  on  the  use  of  RIA  and 
HPLC  techniques.  The  combination  of  these  two  methods  is  powerful,  since  it 
allows  a quantitative,  immunochemical  and  biochemical  characterization  of 
NPY.  Yet,  among  the  contemporary  molecular  approaches.  Western  Blots  bear 
the  capacity  of  combining  the  ability  to  quantify,  and  characterize  peptides 
by  their  molecular  weights  and  immunochemical  properties.  Analysis  of  small 
molecular  weight  neuropeptides  by  means  of  Western  blots  has  been  elusive, 
mainly  due  to  the  inappropiateness  of  the  gel  systems  used  for  their 
separation.  Recently  we  have  used  an  urea-sodium  dodecyl  sulphate  (SUDS) 
gels,  originally  described  for  the  analysis  of  fragments  of  myelin  basic 
protein  (MBP).  The  method  is  capable  of  resolving  proteins  of  =1,000-17,000 
molecular  weight  (MW),  corresponding  to  =10-200  amino  acid  residues. 

In  a recent  study  we  have  applied  this  SUDS  gel  system  and  additionally 
optimized  the  electroimmunoblotting  conditions  for  NPY.  NPY  standards  and 
samples  extracted  from  the  rat  vas  deferens  were  separated  on  urea-sodium 
dodecyl  sulphate  gels.  Densitometric  scanning  of  the  Coomasie  Blue-stained 
gels  allow  a semi-quantitative  analysis  of  picomolar  amounts  of  NPY.  The 
electroimmunoblotting  of  NPY  is  best  achieved  overnight  at  4®C  and  with  NC 
membranes  of  0.22  pm.  Under  these  conditions  NPY  extracted  from  the  vas 
deferens  can  be  efficiently  electroimmunoblotted.  Higher  molecular  weight 
NPY-reactive  peptides  were  also  detected  that  may  be  related  to  proteolytic 
processing  of  the  NPY  precursor. 

Current  projects  in  our  laboratory  focus  on  the  detection  of  NPY  and 
its  precursor  molecules  in  diverse  subcellular  structures  and  the 
determination  of  NPY  receptor  subtypes  as  well. 
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POLYAMINES  AFFECT  BEHAVIOR,  EXPERIENCE-INDUCED 
BRAIN  PLASTICITY  AND  NEUTRAL  TRANSMISSION 

P.A.  Ferchmin,  V.A.  Eterovic  and  J.R.  Cotto  Aponte.  Department  of 
Biochemistry,  School  of  Medicine,  Universidad  Central  del  Caribe, 

Cayey,  P.R.  00634. 

The  natural  polyamines,  putrescine,  spermidine  and  spermine,  are 
present  in  all  living  cells  where  they  act  as  multifunctional 
molecules.  The  synthesis,  degradation  and  recycling  of  polyamines  is 
extremely  tightly  regulated  suggesting  that  these  molecules  play  an 
important  role  in  cell  metabolism.  The  specific  role  of  polyamines  in 
brain  is  not  well  understood  yet.  However,  the  design  of  specific 
inhibitors  of  polyamines.  The  most  frequently  used  inhibitor  is 
difluoromethylorinithine  (DFMO)  an  inhibitor  of  ornithine  decarboxylase 
(ODC).  ODC  is  the  first  and  rate  limiting  enzyme  of  polyamine 
biosynthesis. 

Studying  the  effect  of  OFMO  on  rat's  behavior,  we  have 
demonstrated  that  this  inhibitor  decreases  exploratory  activity  of  a 
novel  black  and  white  environment.  Putrescine,  the  product  ODC,  also 
decreases  exploratory  activity  but  decreases  significantly  more  the 
exploration  of  white  compartments  than  that  of  black  ones.  This 
suggests  that  putrescine  might  be  anxiogenic  and  therefore  it  is 
conceivable  that  the  inhibition  of  PA  synthesis  might  be  anxiolytic. 

Recently,  we  reported  that  DFMO  enhances  cortical  growth  caused  by 
acquisition  of  experience  in  a complex  environment.  Using  the 
hippocampal  slice  preparation  we  observed  that  DFMO  increases  the 
excitability  of  CAl  pyramidal  cells.  The  potentiation  of  excitability 
of  CAl  cells  was  postulated  to  be  a neural  mechanism  by  which  the  brain 
cells  store  the  experience  acquired  in  the  complex  environment. 
Therefore  the  inhibition  of  PA  biosynthesis  might  enhance  experience- 
induced  brain  plasticity  by  increasing  neuronal  excitability. 

(This  work  was  supported  by  NIH-RCMI  RR08102.  DFMO  was  a gift 
from  Merrell  Dow  Research  Institute.) 
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COCAINE  EFFECTS  ON  NEURAL  CIRCUITS  OF  THE  SOMATOSENSORY  CORTEX 

Carlos  A.  Jiménez  Rivera,  Ph.D.,  Assistant  Professor,  Department  of 
Physiology,  School  of  Medicine,  Universidad  Central  del  Caribe,  Cayey, 
P.R.  00634 

The  psychostimulant  effects  of  cocaine  include  increases  in 
locomotion  and  enhanced  sensitivity  to  tactile,  visual  and  auditory 
stimuli.  However,  the  basic  physiological  mechanisms  through  which 
cocaine  produces  these  effects  have  not  been  established.  Biochemical 
studies  suggest  that  such  effects  result  from  the  ability  of  cocaine  to 
elevate  central  synaptic  levels  of  endogenous  monoamines.  The  goal  of 
the  present  study  was  to  use  electrophysiological  assays  developed  in 
previous  investigations  of  central  monoamine  function  to  characterize 
the  actions  of  cocaine  on  synaptic  transmission  of  afferent  signals 
through  a primary  sensory  circuit  in  marrmalian  brains.  Specifically, 
the  responses  of  rat  somatosensory  cortical  neurons  to  stimulation  of 
thalamocortical  afferent  pathways  were  examined  before  and  after 
parenteral  (i.p.  and  i.v.)  administration  of  cocaine  Hcl . Cortical 
afferents  were  activated  via  a bipolar  stimulating  electrode  positioned 
in  the  UPL  thalamus.  In  addition,  excitatory  responses  of  individual 
cortical  neurons  to  microinotopheretic  pulses  of  glutamate  were 
examined,  before,  during  after  cocaine  iotophoresis.  The  results 
indicate  that  cocaine  suppressed  spontaneous  activity  more  than  evoked 
discharges  such  that  excitatory  responses  were  enhanced  relative  to 
background  firing.  This  increase  in  signal  to  noise  ratio  was  more 
consistently  observed  at  lower  doses  (i.e.  0.5mg/kg).  lontophoretic 
application  of  cocaine  to  cortical  cells  produced  a dose  dependent 
range  of  effects;  from  marked  potentiation  of  glutamate-induced 
excitation  (<  30uA)  to  suppression  of  both  spontaneous  and  evoked 
activity  (>35uA).  Overall,  these  results  indicate  that  cocaine  can 
alter  cerebrocortical  neuronal  responsiveness  to  synaptic  inputs  in  a 
manner  similar  to  that  observed  for  norepinephrine.  Thus  a 
physiological  consequence  of  cocaine's  biochemical  action  at  central 
synapses  and  possibly  a source  of  its  stimulant  properties  may  be  the 
induction  of  noradrenergic  like  modulatory  actions  in  local  brain 
circuits. 
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PliVSIOl.OGlC  INKHIKNC[:S  OK  HUMAN  HETROVIRAI.  EXPRESSION 

VL  Pérez.  S Juscement*.  TS  Butcra.  C June**,  and  TM  Folks.  Retrovirus  Diseases  Branch. 

Centers  for  Disease  Control.  Atlanta.  GA  30333,  *Lab  Immunoregulation.  NIAID,  NIH, 
Bethesda.  MD  20892,  **Navj|  Medical  Research  Institute.  Bethesda,  MD^20892 

Regulation  of  viral  expression  is  a major  focus  of  research  which  has  currently 
gained  great  momentum.  Understanding  the  role  contributed  by  cellular  ccxtimunication 
factors,  such  as  cytokines,  on  this  regulation  of  viruses  in  general  has  just  begun. 
Using  a T-cell  model  system,  we  have  derived  a cytokine  inducible  HIV  producing 
clone.  Because  of  the  nature  of  the  clone,  cytokine  induction  of  HIV  can  be  abrogated 
following  cell  membrane  ligand  cross-linking  with  monoclonal  antibodies  directed 
at  the  T-Cell  receptor  ( CD3). 

Decreases  in  both  supernatant  p24  and  total  cellular  HIV  protein  by  Western  Blot 
were  observed  after  the  addition  of  cytokine  and  then  followed  by  anti-CD3  treatment. 
Cytokine  induciton  of  viral  rtiRNA  remained  the  same  in  the  presence  or  absence  of 
the  anti-CD3  treatment.  IL-2  secretion  was  increased  in  both  HIV-infected  clone 
and  the  uninfected  parental  T-cell  line  following  stimulation  by  anti-CD3  antibodies 
while  such  anti-CD3  treatment  failed  to  mobilize  Ca"^*  inithe  infected  cell  as  compared 
to  the  uninfected  control.  This  cell  represents  a dual  regulatory  patl  way  model 
to  study  both  positive  and  negative  influences  on  HIV  expression. 
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CORRELATION  BETWEEN  DUPLEX  IMAGING.  ASCENDING  VENOGRAPHY  AND 

OPERATIVE  FINDINGS  IN  THE  IDENTIFICATION  OF  PERFORATING  VEINS 

LM  Hanrahan,  JB  Fisher,  CT  Araki,  AA  Rodriguez,  TG  Walker,  J 
Woodson,  WW  LaMorte,  JO  Menzoian,  Department  of  Surgery,  Boston 
University  School  of  Medicine,  Boston,  Massachusetts. 

Incompetent  perforating  veins  are  believed  to  be  a critical 

factor  in  the  pathogenesis  of  venous  stasis  ulcers,  but  accurate 

anatomic  and  functional  assessment  has  been  limited.  The  purpose 

of  this  study  was  to  evaluate  duplex  imaging  as  a means  of 

assessing  perforating  veins.  Nineteen  (19)  patients  with 

longstanding  venous  stasis  ulcers  and  twenty  (20)  normal 

volunteers  serving  as  controls  were  evaluated  with  a standard  8- 

MHz  ultrasound  probe  and' integrated  pulsed  Doppler.  Perforators 

were  identified  as  veins  which  penetrated  the  fascia  and 

constituted  a continuously  traceable  venous  connection  between 

the  superficial  and  deep  systems.  The  internal  diameter  was 

measured,  and  the  vessel  was  categorized  as  competent  or 

incompetent.  There  were  significant  differences  in  mean 

perforator  diameter  between  ulcer  patients  and  normal  volunteers. 

Sixteen  (16)  ulcerated  extremities  were  studied  by  both  duplex 

imaging  and  venography.  Duplex  imaging  identified  93  perforators 

and  venography  a total  of  70.  In  all  16  extremities,  duplex 

imaging  made  the  diagnosis  of  significant  perforating  vein 

incompetence,  verified  by  venography.  Eleven  of  these  patients 

subsequently  underwent  a Rob  procedure.  Intraoperative  findings 

demonstrated  an  excellent  correlation  with  duplex  imaging.  We 

believe  duplex  imaging  to  be  a promising  new  modality  for 

evaluation  of  the  perforating  veins  of  the  lower  extremity. 
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SUPEROXIDE  RELEASE  BY  NEUTROPHILS  AFTER  EXPOSURE  TO  DIFFERENT  BIOHATRRTAT.<; 

E M Mora,  S S Kaplan  University  of  Pittsburgh,  Pittsburgh.  PA 
Infection  of  prosthetic  materials  is  a common  phenomenon  which  carries  a high 
morbidity  and  mortality.  The  mechanisms  by  which  the  bacteria  arrive,  survive 
host  defenses,  colonize,  and  establish  an  infection  In  the  material  are  still 
unknown.  We  hypothesize  that  the  materials  produce  defects  in  the  local  host 
defenses,  thus  allowing  bacteria  to  survive.  To  study  the  effect  of  different 
biomaterials  on  the  oxygen-dependent  mechanisms  of  PMNs , we  exposed  PMNs  to 
different  biomaterials  for  30.  60.  and  120  minutes.  After  the  incubation  period, 
superoxide  release  was  evaluated  in  unstimulated  and  FMLP-stimulated  cells. 


MATERIAL 

N 

nMoles/10‘  PMN 
Unstimulated  | 

30  60  1?0  1 

(mean  + 

.30 

SD) 

Stimulated 

60 

120 

Polystyrene 

22 

1.3+0. 3 

1.3+0. 2 

1.4+0. 3 1 

5. 8+1.0 

5. 2+1.0 

5. 7+1.1 

Biomer 

7 

0.4+0. 1* 

0. 5+0.1* 

0.6+0. 1*1 

1.2+0. 1* 

1.5+0. 2* 

1.3+0. 4* 

Dacron  velour 

6 

4. 1+0. 9* 

1.4+0. 3 

0.9+0. 2*1 

6. 8+1. 5* 

4. 6+0. 9* 

3. 3+0. 5* 

Woven  Dacron 

6 

1.0+0. 3* 

0. 5+0.1* 

0.3+0. 1*1 

1.8+0. 5* 

0.9+0. 2* 

0.6+0. 1* 

Velcro  Hook 

7 

3.2+0. 8* 

0.9+0. 2 

0,4+0. 1*1 

4.6+1. 1* 

3. 1+0. 9* 

0. 6+0.1* 

Velcro  Pile 

9 

5. 2+1, 4* 

1.8+0, 5 

1.3+0. 9 1 

6 . 4+1 .4* 

2. 3+0.5* 

1.0+0. 4* 

Polyethylene- 

3 

1.8+0. 5 

1. 1+0.4 

1.2+0. 5 1 

9. 7+1. 9 

8. 2+3. 2 

7. 7+3.6 

NIH  reference  material ¡ 

*p  < 0.05  when  compared  to  reference  material 

The  results  for  unstimulated  cells  show;  1)  polyethylene,  polystyrene,  biomer, 
and  woven  Dacron  induce  very  low  levels  of  superoxide  release;  2)  velcro  hook, 
dacron  velour,  and  velcro  pile  promote  an  Initial  high  superoxide  level  which 
significantly  decreases  with  time.  The  results  for  stimulated  cells  show:  1) 
polyethylene  releases  high  amounts  of  superoxide;  2)  polystyrene  showed  moderate 
superoxide  release;  3)  Biomer  and  woven  Dacron  showed  a markedly  low  level  of 
superoxide:  and  4)  velcro  hook,  dacron  velour,  and  velcro  pile  release  moderate 
levels  of  superoxide  after  30  minutes.  These  results  suggest:  1)  polyethylene 
and  polystyrene  are  low-reactive  materials  and  consequently  the  cells  retain 
their  capacity  to  be  activated;  2)  cells  exposed  to  Biomer  possessed  very  low 
resting  activity  coupled  with  a very  low  capacity  to  respond  to  FMLP  during  the 
observation  period;  3)  cells  exposed  to  woven  dacron  had  very  low  resting 
activity  and  very  low  activity  after  stimulation  with  FMLP;  and  4)  cells  exposed 
to  velcro  hook,  dacron  velour,  and  velcro  pile  are  initially  activated  but 
eventually  lose  their  activity  in  both  the  unstimulated  and  the  stimulated 
states.  This  effect  supports  our  hypothesis  that  the  bioraaterials  produce 
defects  in  the  local  host  defenses. 
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FACTORS  PREDISPOSING  TO  BONE  FRACTURES  IN 

KIDNEY  TRANSPLANT  RECIPIENTS 

AE  Rumen).  LA  Murales-Oteru,  EA  Santiago-Delptn.  General  Surgery  Residency  Program, 
Ponce  Regional  Hospital.  Ponce.  PR 

In  an  attempt  to  identify  which  factors  might  predispose 
iinmunosuppressed  kidney  transplant  recipients  to  bone  fractures, 
we  reviewed  retrospectively  the  records  of  all  patients  trans- 
planted in  the  Puerto  Rico  Transplant  Program  between  1977  and 
1989.  There  were  200  recipients  of  living  related  transplants 
(63%)  and  cadaver  donor  recipients  (37%).  Three  groups  were 
defined:  Ten  patients  with  bone  fractures  (incidence  3%)?  ten 

patients  with  hyperparathyroidism  without  bone  fracture;  and  10 
age  and  sex  matched  patients  without  bone  fracture  or  hyperpara- 
thyroidism as  controls.  The  following  factors  were  studied; 
age,  post  transplant  weight  gain,  prednisone  dose  at  various 
intervals,  number  of  rejection  episodes,  levels  of  calcium,  phos- 
phatase, total  proteins,  albumin  and  PTH,  and  time  on  dialysis. 

Of  the  eleven  factors  studied,  post  transplant,  weight  gain  was 
the  only  factor  associated  with  an  increased  incidence  of  bone 
fracture  (Anova,  P 0.0154).  Interestingly,  steroid  dose  was 
not  a statistically  significant  factor  in  the  group  of  bone 
fracture  patients,  in  contradistinction  with  previous  reports. 
Also,  none  of  the  patients  with  hyperparathyroidism  had  bone 
fractures  even  though  calcium,  PTH  and  alkaline  phosphatase 
levels  were  elevated,  again  in  disagreement  with  other  studies. 

In  view  of  these  results  and  new  immunosuppressive  strategies 
in  transplant  patients,  factors  predisposing  to  bone  fracture 
need  to  undergo  further  study. 


89 


Abstracts  - X Francisco  L.  Raffucci... 


5 


LIVER  VIABILITY  AFTER  ISCHEMIA  AND  REPERFUSION 

A Rodriguez,  L Hanrahan  R.  Cachecho  E.  Hirsch  J,  Menzoian  and  W LaMorte  Division  of 
Surgery,  Boston  University  School  of  Medicine,  Boston,  Massachusetts. 

Interruption  of  hepatic  blood  flow  for  even  brief  periods  continues  to 
produce  high  morbidity  and  mortality.  Lack  of  a reproducible  model  in 
which  the  extent  of  hepatocellular  damage  can  be  measured  accurately 
has  made  it  impossible  to  assess  new  strategies  for  minimizing  hepatic 
injury.  We  studied  the  progression  of  hepatocellular  injury  after 
ischemia  alone  and  ischemia  followed  by  reperfusion  in  54  Sprague- 
Dawley  rats  after  selective  occlusion  of  blood  flow  to  the  left  and 
median  liver  lobes.  The  presence  or  absence  of  blood  flow  was  docu- 
mented by  fluorometry  after  IV  fluorescein  bolus.  Cellular  injury  and 
degree  of  functional  impairment  were  assessed  in  biopsies  by  1)  meas- 
urement of  ATP,  2)  triphenyltetrazolium  chloride  assay  (TTC)  to  quant- 


itate the  degree  of  infarction,  and  3)  light/electron  microscopy  (EM). 


Results: 
Ischem. 
time (min) 
0 
30 
60 
120 
180 


[Means  ± SEM,  * p<.05). 
Ischemia  Alone . 


ATPf%  of  basal) 
100.0 
37.1+  3.7 
28.8+  8.2 
21.0+12.6 
12.8+  5.4 


TTC 
14.1+1. 
13.8+2. 
9.8+1. 
6.5±0. 
6 . 9+0 . 


Ischemia  + 2 hr  Reoerfusion 

ATP(%  of  basal)  TTC 
100.0  11.9+1,5 

95.3+20.9  11.8+1.3 

73.8+35.7*  2.6+0. 5* 


With  ischemia  alone,  ATP  was  greatly  depressed  after  30  min,  with 


further  decline  thereafter;  TTC  was  normal  at  30  min,  but  then 
declined  progressively.  ATP  and  TTC  were  normal  after  30  min  of 


ischemia  + 2 hr  of  reperfusion,  but  reperfusion  after  60  min  ischemia 


markedly  worsened  TTC  values,  suggesting  reperfusion  injury  and  a 


greater  degree  of  cell  death.  Evidence  of  cell  death  by  EM  correlated 
closely  with  the  decline  in  TTC  values,  suggesting  that  this  is  a 


useful  model  for  studying  ischemia/reperfusion  injury  in  liver. 
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Current  Findings  in  the  Pathological  Evaluation  of  Breast  Reduction  Specimens. 

A Guerrero,  N1  Cruz  and  Cl  González  Surgical  Research  Laboratory,  University  of  Puerto  Rico 
School  of  Medicine, 


A study  of  the  histopathological  findings  in  the  specimens  of  100 
consecutive  cases  of  reduction  mammoplasty,  performed  between  1986  and 
1988  at  the  Plastic  Surgery  Division  of  the  University  of  Puerto  Rico 
Hospital,  was  performed.  The  current  classification  of  premalignant  breast 
changes  using  the  presence  or  absence  of  atypia  in  specimens  with  epithelial 
hyperplasia  was  employed.  The  findings  are  shown  in  the  table  below. 

1.  Benign  changes 

Fibrosis  Cysts  Epithelial  hyperplasia  Adenosis  Apocrine 

without  atypia  metaplasia 

50%  30%  6%  5%  5% 


11.  Premalignant  changes 


Atyp.  ductal 
hyperplasia 


Atyp.  lob. 
hyperplasia 


Lobular  CA 
in  situ 


Ductal  CA 
in  situ 


1% 


0 


0 


0 


111.  Malignant  changes 

Invasive  carcinoma  0 

As  shown  in  our  data  50%  of  the  specimens  showed  simply  fibrosis  of 
the  stroma  dominating  the  gross  and  microscopic  picture.  The  age  distri- 
bution of  the  patients  requesting  reduction  mammoplasty  was  such  that  75% 
were  younger  than  40  years  of  age,  which  is  important  in  understanding  the 
small  frequency  of  premalignant  changes  in  the  study.  Within  the  age 
intervals  evaluated,  these  patients  with  significantly  large  breasts  do 
not  appear  to  present  with  a greater  risk  of  breast  cancer  than  the  general 
population. 
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INTESTINAL  BACTERIA  TRANSLOCATE  INTO  INTRAPERITONEAL  (IP) 

PROSTHETIC  MATERIALS 

EM  Mora,  R Hoffman,  RL  Simmons,  Department  of  Surgery, 

University  of  Pittsburgh.  Pittsburgh,  PA  15261 

Infections  in  intra-abdominal  prosthetic  devices  (e.g.,  vascular  grafts)  is 
a conunon  phenomenon  which  carries  a high  morbidity  and  mortality.  Enteric  bac- 
teria have  been  isolated  from  the  materials  but  the  mechanism  by  which  this  con- 
tamination/infection occurs  is  unknown.  Ue  have  previously  shown  that  enteric 
facultative  bacteria  translocate  to  pure  IP  B,  fraeilis  abscesses,  In  order  to 
study  if  intra-abdominal  prosthetic  materials  promote  translocation  of  enteric 
bacteria  to  the  prosthetic  material,  we  implanted  endotoxin- free  materials  which 
produce  a wide  range  of  IP  cellular  inflammatory  reactions  (Biomer/lnert . 
dacron,  cotton/reactive)  into  Swiss  Webster  female  mice.  Control  animals  had 
either  laparotomy  alone  or  subcutaneous  implantation  of  the  material.  The 
animals  were  sacrificed  at  day  7.  The  biomaterials,  peritoneal  or  subcutaneous 
swab,  and  peripheral  blood  were  tested  for  the  presence  of  bacteria  and  the  bac- 
terial species  identified-  Methylene  blue  was  added  to  the  drinking  water  the 
day  before  sacrifice  to  assess  the  presence  of  microperforations  of  the  bowel. 


GrouD 

1 

Treatment 

INFECTION 
Material  Swab 

RATE  (Z) 

Perioheral  Blood 

A 

4 

Sham  Operation 

0 

0 

0 

B 

5 

Subcut  Implant 

0 

0 

0 

C 

8 

Biomer  IP 

100 

0 

0 

D 

5 

Woven  Dacron  IP 

100 

60 

0 

E 

8 

Dacron  IP 

100 

25 

25 

F 

9 

Cottop  IP 

100 

44 

22 

At  day  7.  there  was  no  evidence  of  gross  peritoneal  infection  or  intestinal 
microperforations.  The  table  shows  that:  1)  laparotomy  alone  or  subcutaneous 
implantation  of  the  material  do  not  permit  contamination  by  enteric  bacteria;  2) 
enteric  bacteria  was  isolated  from  all  the  IP  materials;  and,  3)  enteric 
bacteria  was  Isolated  from  the  peritoneal  swabs  in  groups  D,  E.  and  F and  from 
blood  samples  in  groups  E and  F.  Positive  blood  cultures  occurred  only  in 
animals  with  positive  peritoneal  swabs.  The  translocating  species,  in  decreas- 
ing order  of  frequency,  were  E.  coli,  enterococci,  Lactobacillus,  and  Pseudo- 
monas, which  are  the  species  most  frequently  recovered  from  prosthetic  materials 
infected  with  enteric  flora.  These  data  suggest  that:  1)  translocation  is 
promoted  by  peritoneally- implanted  prosthetic  materials,  and  2)  its  occurrence 
correlates  with  the  degree  of  cellular  inflammatory  reaction  provoked  by  these 
materials . 
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The  Committee  suggests  physicians  consider  the 
following  when  prescribing  drug  therapy  to  a nursing 
woman: 

1.  Is  the  drug  therapy  for  the  mother  really  necessary? 

2.  Use  the  safest  drug  when  there  is  a choice. 

3.  If  there  is  a possibility  that  a drug  may  present  a risk 
to  the  infant,  considerations  should  be  given  to  moni- 
toring blood  concentrations  of  the  drug  in  the 
nursing  infant. 

4.  Risk  from  medication  exposure  to  the  nursing  infant 
may  be  minimized  by  having  the  mother  take  the 
drug  just  after  a breast  feeding  and/or  just  before  the 
infant  has  his  or  her  lengthy  sleep  periods. 


STUDY  FINDS  AIDS  EDUCATION  PROGRAMS 
HAVE  LITTLE  EFFECT  ON  ADOLESCENT 
BEHAVIOR 


AAP  SAYS  MOST  DRUGS  COMPATIBLE  FOR 
BREAST  FEEDING  MOTHERS 


In  an  updated  policy  statement,  the  American 
Academy  of  Pediatrics  (AAP)  says  evidence  no w exists  to 
indicate  that  illicit  drugs  such  as  cocaine,  heroin, 
marijuana  and  nicotine  are  harmful  for  a breast  feeding 
infant,  but  that  the  majority  of  prescribed  medications 
— taken  in  recommended  doses  and  in  short  durations — 
are  safe  for  use  by  nursing  mothers. 

Published  in  the  November  issue  of  Pediatrics,  the 
AAP’s  Committee  on  Drugs  lists  over  130  pharmaco- 
logic and  chemical  agents  transferred  into  human  milk 
and  their  possible  effects,  if  known,  on  the  infant  or  no 
lactation. 

“It’s  probably  safe  for  a nursing  mother  to  take  most 
medications  after  consultation  with  her  physician,”  said 
Cheston  Berlin,  M.D.,  AAP  Committee  on  Drugs 
member  and  Chief,  Division  of  General  Pediatrics  at  The 
Milton  S.  Hershey  Medical  Center,  Hershey,  Pennsylvania. 

The  original  AAP  statement,  which  was  published  in 
September,  1983,  has  been  updated  for  all  drugs  or 
chemicals  for  which  data  exists  in  humans.  Special 
attention  has  been  focused  on  drugs  of  abuse  such  as 
cocaine,  heroin,  marijuana  and  nicotine. 

The  revised  statement  also  includes  charts  on  drugs  of 
which  the  effect  on  nursing  infants  in  unknown  but  may 
be  of  concern,  and  drugs  that  have  been  reported  to  cause 
significant  effects  on  some  nursing  infants  and  should  be 
given  to  nursing  mothers  with  caution  and  close  follow- 
up. 

According  to  Dr.  Berlin,  medications  such  as  antide- 
pressants and  tranquilizers  can  have  a powerful  effect  on 
the  brain.  Even  though  the  amount  measured  in  human 
milk  is  small  and  even  though  there  are  no  reports  of 
measurable  adverse  effects,  taking  these  medications 
should  warrant  concern. 


Although  adolescent  education  programs  increase 
knowledge  and  positive  attitudes  toward  patients  with 
AIDS,  they  have  little  effect  on  attitudes  toward  practic- 
ing preventive  behaviors,  according  to  a recent  study. 

Published  in  the  December  issue  of  Pediatrics,  the 
journal  of  the  American  Academy  of  Pediatrics  (AAP), 
the  research  suggests  that  typical  educational  programs 
used  in  schools  may  not  be  successful  in  encouraging 
adolescents  to  use  preventive  behavior  and  more  inten- 
sive programs  may  be  necessary. 

The  study  surveyed  448  students  (199  boys  and  249 
girls  aged  14-17  years)  from  the  Oklahoma  City  area.  It 
assessed  their  knowledge  and  attitudes  before  an  AIDS 
educational  program,  after  the  program  and  one  month 
later.  The  effects  of  two  different  types  of  programs,  a 
lecture  or  a film,  were  compared. 

Although  adolescents’  knowledge  about  AIDS  has 
been  examined  in  other  studies,  the  authors  noted  that 
this  was  the  first  study  to  compare  the  different  educa- 
tional forms. 

Both  programs  increased  the  students’  positive 
attitudes  toward  patients  with  AIDS. 

“Positive  attitudes  decreased  equally  for  both  groups 
from  post-test  to  follow-up,  although  these  scores 
remained  significantly  more  positive  than  the  pre-test 
scores,”  the  study  said. 

However,  both  film  and  lecture  programs  had  only  a 
slight  positive  effect  on  attitudes  toward  practicing 
preventive  behaviors,  and  attitude  scores  returned  to 
their  pre-test  levels  at  the  follow-up  assessment, 
according  to  the  study. 

The  researchers,  from  the  Department  of  Pediatrics 
and  Psychiatry  and  Behavioral  Sciences,  University  of 
Oklahoma  Health  Sciences  Center,  Oklahoma  City,  and 
the  Department  of  Psychology,  Texas  Tech  University, 
Lubbock,  also  fund  that  female  students  had  consistently 
greater  knowledge  and  more  positive  attitudes  toward 
patients  with  AIDS  than  male  students. 
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“The  current  study  found  the  lecture  to  be  more 
effective  than  the  film  presentation  in  increasing 
students’  knowledge,  even  though  the  information  in 
each  program  was  equivalent,”  the  researchers  said. 

The  authors  noted  that  because  of  community  and 
institutional  concerns,  adolescents’  actual  behaviors 
could  not  be  assessed. 


only  if  their  children  were  hospitalized,  to  obtain  reim- 
bursement for  their  children’s  care  at  home  or  in  some 
tupes  of  therapeutic  day-care  setting.” 


STUDY:  CHRONICALLY  ILL  CHILDREN’S 
PRIVATE  HEALTH  INSURANCE  NOT  ADEQUATE 


INFANT  BIRTH  DEFECTS  HIGHER  THAN 
THOUGHT  FOR  PREGNANT  WOMEN  ON  INSULIN 


Although  families  with  chronically  ill  children  may 
have  access  to  a widening  range  of  services  from  private 
health  insurance  coverage,  they  may  be  Hable  for  an 
increasing  proportion  of  the  cost,  a recent  survey  shows. 

The  survey  results,  published  in  the  January  issue  of 
Pediatrics,  the  journal  of  the  American  Academy  of 
Pediatrics  ( A AP),  show  evidence  that  although  employers 
and  insurers  are  improving  coverage  for  many  services 
needed  by  chronically  ill  children,  at  the  same  time, 
deductible  and  coinsurance  levels  have  been  increasing. 

Researchers  from  Fox  Health  Policy  Consultants, 
Washington  D.C.,  and  the  Institute  for  Health  Policy 
Studies,  University  of  California,  San  Francisco,  surveyed 
150  randomly  selected  employers  during  the  summer  of 
1987  to  collect  information  concerning  the  comprehen- 
sive quality  of  private  health  insurance  coverage  for 
chronically  ill  children. 

It  is  estimated  that  approximately  10  percent  of  U.S. 
children  are  affected  by  chronic  health  problems.  The 
most  common  chronic  childhood  conditions  are  of  the 
respiratory  system,  as  well  as  allergies,  learning  disabili- 
ties, and  mental  and  nervous  systems  disorders. 

The  survey  reveals  that  employer-based  insurance 
plans  typically  provide  good  coverage  for  traditional 
medical  services,  such  as  hospital  care  and  physician 
services,  but  coverage  of  services  such  as  physical 
therapy,  speech  therapy,  occupational  therapy,  mental 
health  counseling  and  long-term  care  is  generally  less 
adequate. 

The  research  also  found  that  children  with  chronic 
illness  — particularly  those  severe  enough  to  cause  long- 
term limitation  of  activity — have  different  health  and 
social  needs.  Therefore,  comprehensive  and  well- 
coordinated  care  is  necessary. 

“In  addition  to  basic  medical  services,  children  with 
chronic  conditions  may  need  one  or  more  of  a variety  of 
additional  therapies  and  psychosocial  interventions,”  the 
researchers  note.  “These  might  include  physical,  respira- 
tory, and  occupational  therapy;  mental  health  counseling 
to  cope  with  the  emotional  difficulties  that  accompany 
illness  and  disability;  and  perhaps  even  basic  long-term 
care  services  to  assist  the  child  and  the  family  in  coping 
with  functional  limitations.” 

The  researchers  write,  “The  trend  toward  better  home 
and  community  care  coverage  is  obviously  a positive  one 
for  families  with  chronically  ill  children.  It  could  enable 
many  families,  who  otherwise  would  have  had  coverage 


According  to  a new  study,  infants  born  to  insulin- 
dependent  diabetic  mothers  run  a higher  risk  for  some 
major  birth  defects  than  previously  thought. 

Published  in  the  January  issue  of  Pediatrics,  the 
journal  of  the  American  Academy  of  Pediatrics  (AAP), 
the  study  also  found  that  infants  of  insulin-dependent 
diabetic  mothers  are  eight  times  more  likely  to  have 
major  malformations  diagnosed  during  the  first  year  of 
life  than  babies  born  to  nondiabetic  mothers.  Risks  for 
central  nervous  system  and  cardiovascular  system 
malformations  among  infants  of  the  diabetic  women 
were  consistently  higher  than  previously  reported. 

The  study  included  4,929  live  and  stillborn  babies  with 
serious  or  major  malformations  diagnosed  in  the  first 
year  of  life  born  to  residents  of  metropolitan  Atlanta 
between  1968  and  1980.  Twenty-eight  mothers  in  the 
study  were  insulin-dependent  diabetics.  The  research  also 
included  a random  control  group  of  3,029  live  babies 
without  malformations. 

Conducted  by  the  Centers  for  Disease  Control  (CDC), 
Atlanta,  the  study  found  no  increased  risks  of  malfor- 
mations among  infants  of  women  with  gestational 
diabetes  — diabetes  during  pregnancy — who  did  not  use 
insulin  while  they  were  pregnant. 

However,  infants  born  to  women  with  gestational 
diabetes  who  did  require  insulin  during  pregnancy  were 
at  an  increased  risk  for  having  major  cardiovascular 
malformations. 

The  authors  recommended  that  prevention  efforts  to 
reduce  mortality  in  infants  born  to  diabetics  women 
should  identify  and  educate  this  group  of  women  before 
they  conceive.  They  also  suggested  that  women  with  risk 
factors  for  gestational  diabetes  may  benefit  from 
outreach  efforts  before  they  become  pregnant. 


YOUNG  SMOKERS  AT  INCREASED  RISK  FOR 
CORONARY  ARTERY  DISEASE 


According  to  a new  study,  smoking  can  cause  changes 
in  the  serum  lipoprotein  and  lipid  levels  of  8-  to  19-year 
olds  which  put  them  at  an  increased  risk  for  coronary 
artery  disease. 

The  study,  published  in  the  February  issue  of 
Pediatrics,  the  journal  of  the  American  Academy  of 
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Pediatrics  (AAP),  also  noted  the  changes  in  lipoprotein 
and  lipid  levels  of  children  and  teenagers  who  smoke  are 
similar  to  those  noted  in  adult  smokers. 

“Given  the  changes  in  the  lipid  and  lipoprotein 
variables,  it  is  reasonable  to  assume  that  increased  risk 
does  exist,  even  among  smokers  in  the  8-  to  19-year-old 
age  group,  for  the  onset  of  coronary  artery  disease  later  in 
life. 

“Moreover,  because  the  degree  of  change  in  triglyceride, 
low-density  lipoprotein  (LDL)  and  high-density  lipopro- 
tein (HDL)  cholesterol  levels  is  significantly  greater  in 
younger  smokers  than  in  adults,  the  risk  may  be  actually 
greater  in  this  population,”  the  authors  said. 

The  researchers,  from  the  Foundation  for  Blood 
Research,  Scarborough,  Maine,  Compared  available, 
published  data  on  the  effect  of  smoking  on  cholesterol 
levels  for  8-  to  19-year  olds  with  that  of  adults. 

Past  studies  have  shown  that  for  adults,  smoking  signi- 
ficantly increases  total  cholesterol,  triglyceride  and  LDL 
and  decreases  HDL  cholesterol  levels. 

The  authors  stress  the  importance  of  identifying 
potential  risk  factors  early,  when  prevention  might  be 
most  effective.  They  also  note  that  the  findings  again 
underscore  the  importance  of  interventions  to  decrease 
cigarette  consumption. 


MEDICAID  INCREASES  POOR  CHILDREN’S 
ACCESS  TO  OFFICE  PHYSICIANS 


Children  on  Medicaid  are  more  likely  to  go  to  an 
office-based  doctor  for  health  care  than  other  low- 
income  children,  according  to  a study  sponsored  by  the 
National  Center  for  Health  Services  Research  and  Health 
Care  Technology  Assessment  (NCHSR).  Previous  research 
has  suggested  that  while  Medicaid  increases  poor 
children’s  access  to  health  care,  they  are  more  likely  to 
use  hospital  emergency  rooms  or  neighborhood  clinics. 
As  a regular  source  of  medical  attention,  pediatricians 
and  other  office-based  primary  care  physicians  can 
provide  more  comprehensive  care.  The  new  study  found 
that  nearly  51  percent  of  all  Medicaid  children  made  at 
least  one  office  visit  to  a physician  in  1980  — the  latest 
year  for  which  national  data  were  available — compared 
with  45  percent  of  privately  insured  low-income  children 
and  47  percent  of  low-income  uninsured  children. 
However,  Medicaid  children  averaged  about  the  same 
number  of  office  physician  visits  a year  as  privately 
insured  poor  children.  In  contrast,  poor  uninsured 
children  averaged  significantly  fewer  physycian  visits  a 
year  than  the  other  two  groups. 

The  study  also  found  that  16.8  million  children  — one- 
fourth  of  all  those  under  18  years  of  age  in  1980 — lived  in 


poor  or  near-poor  families.  Of  these,  nearly  half  had 
Medicaid  and  38  percent  had  private  insurance  for  all  or 
part  of  the  year.  One-fourth  of  all  low-income  children 
wree  unprotected  by  either  Medicaid  or  private  insurance 
at  some  time  during  1980  and  16  percent  were  unpro- 
tected year  round. 

According  to  Margo  L.  Rosenbach,  Ph.D.,  of  Health 
Economics  Research,  Inc.,  the  findings  suggest  that 
increased  use  of  office-based  physicians  could  result  in 
lower  program  costs  involved  in  expanding  Medicaid 
eligibility  to  low-income  uninsured  children.  Encouraging 
privately  insured  children  to  use  office-based  physicians 
by  broadening  their  benefits  may  also  reduce  costs  for 
insurers,  according  to  Dr.  Rosenbach.  The  findings  were 
based  on  data  from  the  1980  National  Medical  Care 
Utilization  and  Expenditure  Survey  and  the  project  was 
funded  under  NCHSR  grant  HS05230.  Details  are  in 
“The  Impact  of  Medicaid  on  Physician  Use  by  Low- 
Income  Children,”  which  was  published  in  the  September 
1989  American  Journal  of  Public  Health. 

NEW  NURSING  HOME  SURVEY  EXAMINED 


Medicare  and  Medicaid  certification  regulations 
require  nursing  homes  to  be  surveyed  annually  to  ensure 
that  they  meet  Eederal  quality  of  care  standards.  The  tra- 
ditional survey  used  to  evaluate  quality  of  care  was 
discontinued  in  response  to  criticism  that  it  focused  more 
on  the  potential  of  each  facility  to  provide  good  care  than 
on  the  quality  of  care  actually  delivered  and  its  impact  on 
resident  outcomes.  It  has  been  replaced  by  a new  survey. 
Patient  Care  and  Services  (PaCS),  which  increases  time 
spent  on  evaluating  patient  care  while  reducing  time 
devoted  to  reviewing  the  nursing  homes’  policies. 

Brown  University  researchers  evaluated  a pilot  test  of 
the  new  survey  in  103  certified  nursing  homes  in  Rhode 
Island  containing  more  than  3,300  residents.  The  study 
compared  PaCS  with  the  traditional  survey  for  number 
and  type  of  deficiencies  cited  and  impact  on  resident 
outcomes  by  randomly  assigning  the  nursing  homes  to 
either  an  experimental  or  a control  group.  Nursing  homes 
in  the  control  group  were  surveyed  by  the  traditional 
method.  Half  the  nursing  homes  were  visited  by  both  a 
PaCS  survey  team  and  a traditional  survey  team  with 
little  intervening  time.  In  addition,  a sample  of  residents 
in  each  home  was  assessed  at  the  time  of  the  survey  and 
6 months  later  for  improvements  in  physical  and  cog- 
nitive functioning,  enhanced  mobility,  more  parti- 
cipation in  activities,  and  related  measures.  The  residents 
in  the  two  groups  were  similar  in  age,  sex,  and  other 
characteristics. 

Overall,  the  PaCS  survey  team  cited  significantly  more 
deficiencies  than  their  traditional  survey  counterparts 
and,  on  average,  more  than  twice  as  many  deficiencies 
relating  to  patient  care.  Patient-oriented  tags  accounted 
for  67  percent  of  all  deficiencies  noted  by  the  PaCS  team 
compared  with  42  percent  cited  by  the  traditional  survey 
team.  The  PaCS  team  also  cited  significantly  more  envi- 
ronmental deficiencies.  Both  teams  cited  about  the  same 
number  of  documentation  deficiencies. 


94 


Medical  Specialties  News 


Bol.  Asoc.  Med.  P.  Rico  - Febrero  1990 


The  researchers  hypothesized  that  the  increased 
scrutiny  of  the  quality  of  care  actually  delivered  would 
result  in  more  citations  of  inadequate  patient-oriented 
care  and  services  leading  to  improvements  in  quality  of 
care  and  resident  outcome.  However,  they  found  no  sig- 
nificant outcome  differences. 

The  researchers  acknowledge  that  some  aspects  of  the 
study  design  may  have  made  it  difficult  to  detect  outcome 
differences.  They  also  discuss  weaknesses  in  the  PaCS 
process  that  may  contribute  to  the  lack  of  significant 
outcome  differences. 

According  to  authors  William  D.  Spector,  Ph.D.,  who 
is  now  with  the  National  Center  for  Health  Services 
Research  and  Health  Care  Technology  Assessment 
(NCHSR),  and  Margaret  L.  Drugovitch,  M.A.,  while 
PaCS  does  not  appear  to  ensure  improved  quality  of  care 
in  nursing  homes,  it  is  a step  in  the  right  direction. 
Although  broader  changes  in  the  Federal  regulations  are 
scheduled  for  implementation  in  1990  as  a result  of  the 
Omnibus  Budget  Reconciliation  Act  of  1987,  the  investi- 
gators believe  that  if  quality  of  nursing  home  care  is  to  be 
improved  significantly,  further  research  is  needed  to 
improve  understanding  of  the  link  between  structural 
aspects  or  process  of  care  and  outcomes. 

The  study  was  funded  under  a contract  from  the 
Health  Care  Financing  Administration.  Details  are  in 
“Reforming  Nursing  Home  Quality  Regulation:  Impact 
on  Cited  Deficiencies  and  Nursing  Home  Outcomes” 
that  was  published  in  the  August  1989  issue  of  Medical 
Care.  Reprints  are  available  from  NCHSR.* 


MORE  THAN  A QUARTER  OF  NURSING  HOME 
RESIDENTS  ARE  DISRUPTIVE 


Approximately  26  percent  of  nursing  home  residents 
are  disruptive  at  least  once  in  2 weeks,  according  to  a new 
study.  The  estimate  is  based  on  a random  sample  of 
residents  of  certified  nursing  homes  in  Rhode  Island  that 
is  similar  to  the  national  nursing  home  population. 
According  to  the  Brown  University  study,  the  majority  of 
residents  who  acted  in  this  way  exhibited  only  one  type  of 
disruptive  behavior  during  the  period.  The  most  common 
forms  of  disruptive  behavior  were  physical  or  verbal 
abuse  (12  percent),  noisiness  such  as  screaming  and 
moaning  (10  percent),  and  wandering  (6  percent).  Less 
common  forms  of  disruptiveness  included  disrobing, 
agitation,  sexually  inappropriate  behavior,  hoarding, 
and  stealing. 

The  study  also  shows  that  disruptive  men  tend  to  be 
verbally  and  physically  abusive  while  women  are  more 
apt  to  scream  or  moan.  In  addition,  most  disruptive 
residents  are  older  than  other  residents.  The  investigators 
also  grouped  the  sample  members  into  resident  profiles 
according  to  cognitive  status,  degree  of  dependence  in 
activities  of  daily  living  (ADLs),  and  bladder  and  bowel 
control.  Results  show  that  those  more  likely  to  exhibit 
behavioral  problems  were  incontinent  and  had  moderate 
to  severe  cognitive  impairments.  Substantial  ADL 
dependencies  further  increased  the  rate  of  behavioral 


problems.  Approximately  39  percent  of  the  residents  with 
substantial  ADL  dependencies  had  bowel  and  bladder 
control  problems  and  cognitive  impairment,  and  4 out  of 
10  of  these  persons  exhibited  disruptive  behaviors.  Inte- 
restingly, 1 1 percent  of  the  residents  who  had  no  or  only 
mild  cognitive  impairment,  were  continent,  and  had  low 
ADL  dependence  also  exhibited  disruptive  behavior. 
This  group  comprised  more  than  a fifth  of  the  sample. 

According  to  the  research  team,  which  included 
William  D.  Spector,  Ph.D.,  who  is  now  with  the  National 
Center  for  Health  Services  Research  and  Health  Care 
Technology  Assessment,  the  characteristics  of  the  most 
disruptive  patients  are  typical  of  persons  with  advanced 
dementia.  However,  persons  whose  minds  still  functioned 
well  or  who  were  in  the  early  stages  of  dementia  and 
suffered  from  incontinence  also  tended  to  be  disruptive. 
According  to  the  researchers,  this  may  result  from  the 
humiliation  and  frustration  felt  from  the  loss  of  control 
over  physical  and  mental  functions. 

Disruptive  behavior  leads  to  higher  nursing  home  staff 
costs  and  can  interfere  with  resident  outcomes  because  of 
the  tendency  of  staff  to  restrain  or  sedate  the  person.  The 
investigators  recommend  further  research  to  examine  the 
influence  of  nursing  home  environment  factors  — such  as 
staff-resident  ratio,  level  of  structured  activities,  and  staff 
turnover — on  the  occurrence  of  disruptive  behavior. 

The  study,  which  was  funded  by  the  Health  Care 
Financing  Administration,  was  based  on  a randomly 
selected  sample  of  residents  of  all  certified  Medicare  and 
Medicaid  nursing  homes  in  Rhode  Island  between 
December  1984  and  December  1985. 


CARDIAC  CATHETERIZATION  IN  FREESTANDING 
SETTINGS  EXAMINED 


Cardiac  catheterization  is  an  invasive  diagnostic  and 
treatment  procedure  in  which  a catheter  is  inserted  in  a 
blood  vessel  and  advanced  until  the  tip  is  in  or  near  the 
heart.  Once  positioned,  the  catheter  can  be  used  to  inject 
a radio-opaque  dye  to  visualize  coronary  artery 
occlusion,  obtain  biopsies,  measure  blood  pressures, 
perform  electrophysiologic  studies,  and  dilate  obstructed 
arteries.  The  procedure  accounts  fo  nearly  700,000 
diagnostic  studies  annually,  making  it  the  most  frequently 
performed  surgical  procedure  in  the  United  States. 
Originally  limited  to  hospital  inpatients,  the  procedure 
has  spread  to  hospital  outpatient  departments  and  more 
recently  to  ambulatory  surgical  centers  and  freestanding 
catheterization  centers.  Proponents  of  freestanding 
catheterization  centers  claim  that  the  procedure  can  be 
performed  as  safety  and  effectively  as  in  hospitals  and  at 
lower  cost.  Critics  assert  that  the  lack  of  quality  control 
practices  in  freestanding  centers  and  the  potential  delay 
in  hospitalization  in  the  event  of  an  emergency  expose 
patients  to  unnecessary  risks.  However,  according  to  a 
new  assessment  conducted  by  the  National  Center  for 
Health  Services  Research  and  Health  Care  Technology 
Assessement  (NCHSR),  data  from  published  and 
unpublished  studies  of  catheterization  patients  indicate 


95 


Medical  Specialties  News 


Bol.  A.soc.  Med.  P.  Rico  - Febrero  1990 


that  morbidity  and  mortality  rates  for  those  managed  in 
freestanding  centers  are  lower  than  corresponding  rates 
for  hospital  inpatients.  NCHSR  also  found  that  the 
available  data  do  not  support  the  assertion  that  providing 
emergency  transfer  to  a hospital  would  diminish  the 
quality  of  patient  care. 

The  assessment  was  conducted  by  NCHSR’s  Office  of 
Health  Technology  Assessment  (OHTA)  as  part  of  a 
program  that  evaluates  new  or  unestablished  diagnostic 
and  treatment  technologies  that  are  being  considered  for 
coverage  by  Federal  health  programs  such  as  Medicare. 
OHTA  assessments  involve  a comprehensive  review  of 
the  patient  medical  literature  and  encourage  broad  and 
open  participation  by  consumers,  manufacturers,  trade 
associations,  and  the  biomedical  community.  Single 
copies  of  Cardiac  Catheterization  in  a Freestanding 
Setting,  Health  Technology  Assessment  Reports,  1989, 
No.  6 (DHHS  Publication  No.  (PHS)  89-3446),  are 
available  from  NCHSR.* 


American 
IP  Heart 
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STUDY  DATA  REEMPHASIZES  IMPORTANCE  OF 

REDUCING  RISK  FACTORS  FOR  HEART  DISEASE 

Strong  evidence  exists  that  achievable  changes  in 
intakes  of  sodium  and  potassium,  coupled  with 
reductions  in  obesity  and  alcohol  use,  could  have  a major 
effect  on  the  prevalence  of  hypertension  and  death  from 
cardiovascular  disease.  That  was  the  conclusion  of  a 
presentation  at  the  2nd  International  Conference  on 
Preventive  Cardiology  given  recently  by  Rose  Stamler, 
M.D.,  professor  of  epidemiology  at  the  Northwestern 
University  Medical  School.  Dr.  Stamler  discussed  impli- 
cations of  INTERSALT,  the  largest  study  of  lifestyle 
factors  related  to  blood  pressure,  involving  more  than 
10,000  men  and  women  at  52  centers  in  32  countries. 

“If  habitual  diet  is  lower  in  sodium  and  higher  in 
potassium,  with  lower  alcohol  intake  and  less  obesity, 
INTERSALT  data  indicated  that  average  population 
systolic  blood  pressure  would  be  lower  by  5 mmHg 
(points),”  Dr.  Stamler  said.  “This  was  calculated  tc 
correspond  to  a 9%  lower  coronary  heart  disease  (CHD) 
death  rate  and  a 14%  lower  stroke  death  rate.” 

INTERSALT  data  also  suggest  that  if  daily  sodium 
intake  were  lowered  by  the  equivalent  of  a heaping 
teaspoon  of  salt  a day  over  a person’s  life  span,  the 
average  increase  in  systolic  blood  pressure  from  age  25  to 
55  would  be  less  by  9 points,  corresponding  at  age  55  to  a 
16%  lower  risk  of  subsequent  coronary  heart  disease  and 
a 23%  lower  risk  of  stroke  death,  according  to  Dr. 
Stamler. 


Family  Involvement 

There’s  a greater  chance  of  success  if  the  physician 
involves  the  family  of  a high  risk  patient  than  not, 
according  to  a presentation  by  Dr.  Synnove  F.  Knutsen 
of  the  Institute  of  Community  Medicine  at  the  University 
of  Tromso  (Norway).  Dr.  Knutsen  discussed  a sixyear 
study  which  involved  indentifying  1373  men  at  high  risk 
for  CHD  and  assigning  them  and  their  families  to  either  a 
control  or  intervention  group.  Only  the  families  in  the 
intervention  group  were  given  advice  on  diet,  smoking, 
and  exercise,  through  home  visits  and  newletters  received 
four  times  a year. 

At  the  end  of  six  years,  men  in  the  intervention  group 
had  significantly  lower  cholesterol,  triglycerides  and 
coronary  risk  scores,  as  well  as  healthier  dietary  habits, 
compared  to  the  control  group.  “The  difference  in  risk 
scores  corresponded  to  a 20%  higher  coronary  heart 
disease  risk  among  the  control  group,”  Dr.  Knutsen 
reported.  Another  interesting  finding  was  that  the 
spouses  in  the  intervention  group  had  significantly  lower 
total  cholesterol,  lower  body  mass  index,  and  healthier 
dietary  habits  too.  No  significant  risk  factor  changes  were 
observed  in  the  children,  through  they  did  adopt 
healthier  dietary  habits. 

Too  Much  Aspirin 

A Minneapolis  study  suggested  that  too  much  aspirin 
taken  as  a preventive  against  heart  disease  could  do  more 
harm  than  good.  “Aspirin  may  have  a dose-response 
effect  on  coronary  heart  disease  mortality,  with  high 
doses  and/or  daily  schedules  increasing  it,  and  low  doses 
and/or  less  frequent  schedules  decreasing  the  risk”  of 
mortality,  reported  Eliseo  Guallar,  M.D.,  of  the 
University  of  Minnesota.  The  association  between 
aspirin  use  and  risk  of  heart  disease  was  analyzed  among 
12,866  participants  in  the  Multiple  Risk  Factor  Inter- 
vention Trial.  None  had  received  advice  on  aspirin  use, 
either  before  or  after  a cardiovascular  event. 

“Incidence  rates  of  mortality  occurring  over  an 
average  seven  years  of  follow-up  varied  in  the  five  cate- 
gories of  frequency  of  aspirin  use,”  said  Dr.  Guallar. 
“This  variation  was  not  explained  by  differences  in  other 
risk  factors.”  Compared  to  those  who  did  not  use  aspirin, 
the  adjusted  relative  risk  of  CHD  mortality  for  those 
using  aspirin  4 times  a week  was  somewhat  higher  at  0.4 1 , 
while  the  risk  for  those  using  aspirin  daily  was  up  to  1 .63 

Coffee,  No;  Nuts,  Yes 

Two  studies  on  diet  indicated  that  heavy  coffee  con- 
sumption increases  CHD  risk  and  eating  nuts  may 
decrease  risk.  Joan  Sabate,  M.D.,  an  American  Heart 
Association  Research  Fellow  at  Loma  Linda  (Calif.) 
University,  reported  results  of  a six-year  survey  on  diet 
and  fatal  coronary  disease  conducted  among  34,000 
California  Seventh-day  Adventists  in  which  50%  of  the 
study  group  were  vegetarians  and  only  2%  smoked 
cigarettes.  Significant  protective  effects  from  increased 
risk  of  fatal  coronary  disease  were  seen  with  consumption 
of  whole  wheat  bread,  nuts,  and  citrus  fruits.  After 
further  analysis,  only  nuts  from  all  dietary  variables 
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retained  independent  statistical  significance  for  fatal 
coronary  disease. 

The  study  on  coffee  drinking  as  an  independent  risk 
factor  of  death  from  CHD  in  middle-aged  Norwegian 
men  and  women,  reported  by  Aage  Tverdal,  M.D.,  of  the 
National  Health  Screening  Service,  concluded:  The  age- 
adjusted  relative  risk  of  nine  or  more  cups  a day  against 
less  than  five  cups  increase  the  risk  in  men  almost  three 
times  and  the  risk  of  women  by  14  times.  “For  both  sexes, 
there  was  a significant  linear  trend  of  increasing  risk  of 
coronary  death  with  increasing  number  of  cups  of 
coffee,”  said  Dr.  Tverdal.  Another  study  on  coffee,  by 
Dr.  Annette  Bak  of  the  Erasmus  University  Medical 
School  in  Rotterdam  (The  Netherlands),  demonstrated  a 
significant  fall  in  systolic  blood  pressure  in  normotensive 
subjects  after  nine  weeks  of  abstinence  from  coffee. 

Women  Executives 

Women  who  rise  to  executive  positions  (an  average 
annual  income  of  $133,000,  in  this  study)  generally  are 
good  health  managers.  Judith  LaRosa,  M.D.,  of  the 
University  of  Maryland  and  principal  investigator  for  the 
Executive  Women’s  Health  Study,  indicated  that  12%  of 
the  study  group  smoked,  12%  had  high  blood  pressure, 
and  25%  had  a total  cholesterol  level  greater  than  220.  All 
of  these  measures  were  lower  than  those  for  a matched 
sample  of  lower  income,  working  women.  “The  distur- 


bing finding,”  added  Dr.  LaRosa,  “was  that  in  this  well- 
educated  and  reportedly  healthy  (high  income)  group, 
only  45%  knew  their  blood  pressure  and  16%  knew  their 
cholesterol  levels.” 

Cardiovascular  Disease  in  Eastern  Europe 

While  deaths  from  cardiovascular  disease  have  been 
falling  since  1970  in  most  industrialized  countries,  male 
deaths  have  been  rising  at  an  “alarming”  rate  in  Hungary 
(49%),  Poland  (36%),  and  Yugoslavia  (35%),  a Czechos- 
lovakian research  scientist  told  the  session.  Zbynek  Pisa, 
who  directs  the  Preventive  Cardiology  Research  Depart- 
ment of  the  Institute  for  Clinical  and  Experimental 
Medicine  in  Prague,  said  that  much  of  the  increased 
mortality  might  be  prevented  through  medical  and  public 
health  means  now  available  at  affordable  rates  in  those 
countries.  In  the  lower  range  of  cardiovascular  mortality 
were  Switzerland,  Japan,  and  Southeastern  European 
countries. 

The  USSR  is  ready  for  a comprehensive  approach  to 
cope  with  cardiovascular  dfsorders  there,  reported 
Dr.  Raphael  Oganov  of  the  USSR  Research  Centre  for 
Preventive  Medicine  in  Moscow.  A 15-city  screening  of 
men  20-54  years  old  found  that  11-31%  had  hyperten- 
sion, 49-65%  smoked,  5-10%  had  high  cholesterol,  and  4- 
20%  were  overweight. 


Lady  Killer 


many  young  women,  smoking  is  viewed  as  stylish. 

It  is  not.  Smoking  is  deadly. 

If  you  smoke,  please  consider  stopping.  For  help,  information  and  support, 
please  contact  your  local  American  Cancer  Society. 
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FAMILY  PRACTICE. 

A REWARDING  EXPERIENCE  IN 
ARMY  MEDICINE. 

The  Army  has  more  sol- 
diers with  families  than  ever 
before.  So  when  you  join  the 
Army  Medical  Team  as  a Fam- 
ily Practitioner,  expect  to 
spend  most  of  your  time  serv- 
ing not  only  soldiers,  but  their 
spouses  and  children,  too. 

What’s  more,  you  won’t  have 
to  worry  about  the  paperwork, 
malpractice  insurance  pre- 
miums, or  the  costs  incurred 
in  running  a private  practice. 

Expect  to  work  in  a 
highly  challenging  and  varied 
environment.  Working  with  a 
team  of  highly  trained  profes- 
sionals, you  can  receive 
assignments  almost  anywhere 

in  the  United  States;  the  Army  offers  the  largest  system  of  comprehensive 
health  care  in  the  nation.  Family  Practice  positions  are  also  available  overseas, 
in  Germany  and  Korea. 

The  benefits  package  available  to  Army  Family  Practitioners  is  quite 
attractive.  ’Vbu’ll  receive  30  days  paid  vacation,  opportunities  to  continue  edu- 
cation and  conduct  research,  a chance  to  travel,  and  reasonable  work  hours. 

All  in  all,  your  Army  Family  Practice  will  be  a rewarding  experience.  Not 
only  for  you,  but  for  Army  families,  too.  Talk  to  your  Army  Medical  Depart- 
ment Counselor  for  more  information. 

ARMY  MEDICINE 
MID-MEMPHIS  TOWER  BUILDING 
1407  UNION  AVENUE,  SUITE  702 
MEMPHIS,  TN  38104 
CALL  COLLECT:  (901)  725-5851 

ARMY  MEDICINE.  BE  ALL  YOU  CAN  BE. 


COCAINE  FOUND  IN  ONE  OF  FOUR  NEW  YORK 
CITY  TRAFFIC  DEATHS:  STUDY 


Of  most  drivers  killed  in  New  York  City  motor  vehicle 
accidents,  one  in  four  used  cocaine  within  48  hours  of 
their  death,  a study  in  the  Journal  of  the  American  Medical 
Association  concludes. 

Additionally,  more  than  half  of  all  drivers  in  killed  in 
fatal  New  York  City  traffic  accidents  either  used  cocaine, 
alcohol  or  both,  write  Peter  Marzuk,  MD,  of  the 
Department  of  Psychiatry,  Cornell  University  Medical 
College,  New  York,  N.Y.,  and  colleagues. 

“There  are  several  reasons  to  suggest  that  direct  effects 
of  cocaine  or  its  use  patterns  could  produce  psychological 
states  that  might  compromise  driving  ability,”  the 
authors  say.  “Minutes  after  cocaine  administration,  users 
report  feeling  hyperalert  and  euphoric,  but  can  also 
report  aggressiveness,  irritability,  psychotic  distortions, 
and  a tendency  toward  greater  risk  taking.” 

The  study,  believed  to  be  the  first  to  examine  possible 
links  between  cocaine  use  and  traffic  deaths,  was  based 
on  fatalities  occurring  from  1984  through  1987.  The 
authors  reviewed  905  traffic  deaths  of  drivers  and  passen- 
gers of  all  ages  for  their  research. 

From  1986  through  1987  traffic  fatalities  in  New  York 
City  jumped  a dramatic  34  percent,  leading  researchers  to 
theorize  the  widespread  availability  of  “crack”  cocaine 
may  have  added  to  that  increase.  But  they  found  no 
evidence  to  support  their  theory. 

The  authors  say  “there  were  no  significant  changes  in 
the  prevalence  of  these  drugs  detected  at  autopsy  among 
young  drivers  of  different  demographic  groups  in  the 
period  prior  to  the  widespread  availability  of  crack  (1984 
through  1985)  compared  with  the  period  in  which  crack 
was  more  readily  available  (1986  through  1987).” 

While  the  detected  frequency  of  cocaine  use  in  the 
traffic  fatalities  studied  was  high,  the  authors  acknow- 
ledge their  study  may  underestimate  the  true  prevalence 
of  cocaine  usage  before  a motor  vehicle  accident.  Drivers 


who  used  small  amounts  of  the  drug  just  before  they  died 
may  not  have  been  detected. 

The  authors  found  two  distinct  differences  between 
drivers  who  used  cocaine  and  those  who  used  alcohol 
before  their  deaths.  First,  alcohol  prevalence  was  high  in 
all  ages  studied,  while  cocaine  usage  largely  was  confined 
to  those  16  through  45  years  old.  Secondly,  women  of  all 
ages  had  significantly  less  alcohol  detected  during 
autopsies  than  men. 

There  was,  however,  little  difference  between  men  and 
women  who  only  had  detectable  cocaine  at  the  time  of 
their  autopsies,  the  study  adds. 

The  authors  were  careful  to  point  out  their  study 
cannot  conclude  drivers  who  tested  positive  for  cocaine 
use  were  mentally  or  physically  impaired  by  the  drug  at 
the  time  of  their  deaths.  Too  many  variables  exist  to  make 
such  a statement,  they  write.  The  researchers  could  not 
determine  when,  how  much  or  how  frequently  a driver 
consumed  cocaine  before  his  or  her  death. 

Since  a high  number  of  fatalities  used  both  cocaine  and 
alcohol,  the  researchers  conclude  the  effect  of  using  both 
drugs  while  driving  needs  additional  study. 

“Since  a motor  vehicle  accident  may  be  the  first 
outward  sign  of  a serious  cocaine-abuse  problem,  the 
development  of  a rational  and  comprehensive  screening 
program  would  serve  not  only  to  identify  persons  for 
treatment,  but  also  to  prevent  future  self-injury  or  injury 
to  others,”  the  authors  say. 

The  completion  of  more  studies  is  necessary  before 
laws  might  be  passed  to  help  correct  what  this  study  calls 
a public  health  problem. 

JAMA  January  12,  1990 


MORTALITY  REPORT  INADEQUATE  AND 
MISLEADING:  STUDY 


A federal  report  of  mortality  statistics  in  U.S.  hospitals 
in  incomplete  and  may  mislead  the  public  about  the 
quality  of  their  communities’  hospitals,  the  Journal  of  the 
American  Medical  Association  says. 

The  Medicare  Hospital  Mortality  Information  report, 
produced  annually  by  the  Health  Care  Financing 
Administration  (HCFA),  does  not  take  the  severity  of  a 
patient’s  health  into  account.  That  absence,  this  study 
asserts,  is  a critical  one. 

“These  findings  suggest  that  the  HCFA’s  mortality 
release  needs  to  be  made  much  more  sensitive  to 
admission  severity  before  it  can  be  used  to  make  valid 
inferences  about  the  quality  or  effectiveness  of  hospital 
care,”  write  Jesse  Green,  PhD,  of  the  New  York 
University  School  of  Medicine,  New  York,  and  his 
colleagues.  “The  results  reported  herein  suggest  that 
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consumers  and  health  regulators  should  approach  the 
HCFA  mortality  profile  with  skepticism  and  be  cautions 
about  interpreting  high-mortality  status  as  an  indication 
^ of  deficiencies  in  the  quality  of  care.” 

HCFA  administers  the  federal  Medicare  program.  It 
uses  its  vast  files  of  patient  records  to  compare  hospitals. 
The  federal  officials  use  statistics  to  predict  mortality 
rates  for  each  hospital  and  then  publish  of  list  of  hospi- 
tals, ranking  them  by  the  difference  between  their 
expected  and  actual  death  rates. 

The  JAMA  researchers  used  HCFA’s  statistical 
formula,  but  added  different  levels  of  severity  of  certain 
illnesses,  including  cancer,  stroke,  and  heart  disease. 
More  accurate  mortality  predictors  are  possible,  the 
JAMA  study  says,  by  including  varying  degrees  of 
severity. 

Many  U.S.  public  and  teaching  hospitals  exceeded 
HCFA’s  predicted  mortality  rates.  The  JAMA  study  said 
those  numbers  were  reduced  when  the  severity  of  a 
patient’s  illness  was  factored  into  the  prediction. 

Without  including  severity,  the  JAMA  authors  con- 
clude the  HCFA  model  tends  to  underestimate  death 
I rates  for  high-risk  patients  and  overestimate  them  for 
low-risk  patients. 

The  fourth  annual  HCFA  mortality  report  was  issued 
in  late  December  and  cited  196  hospitals  which  had 
higher  death  rates  than  predicted  federal  levels.  That 
number  is  higher  (3.4  percent  of  the  5,763  general 
hospitals  that  accept  Medicare  patients)  than  the  1987 
figure  (3.2  percent). 

I In  a related  article  in  this  week’s  JAMA,  a survey  of 
I U.S.  hospital  leadersfound  all  ofthem,  regardless  of  their 
^ mortality  rates,  share  an  “extremely  negative  view”  of  the 
! accuracy  and  usefulness  of  the  HCFA  rankings. 

“Most  of  the  problems  reported  as  a result  of  the  data 
release  involved  misinterpretation  of  the  data  by  the  press 
and  public,  owing  to  alleged  naivete  about  the  mortality 

Í model,  misunderstanding  about  the  hospital’s  mission, 
or  the  erroneous  assumption  that  the  mortality  rates 
reported  were  for  all  patients,  instead  of  Medicare 
I patients  only,”  write  Donald  M.  Berwick,  MD,  and 
I David  Wald  of  the  Harvard  Community  Health  Plan, 
Brookline,  Mass. 

’ These  authors  say  the  HCFA  prediction  model  “is  far 
I from  perfect  as  a source  of  information  on  performance, 
f but  it  represents  an  early,  even  a courageous,  step  toward 
I the  kind  of  information  that  hospitals  and  physicians, 

( unafraid,  might  value.” 

Almost  no  hospital  leader  responding  to  the  survey 
rated  any  feature  of  the  HCFA  data  as  “excellent”  and  up 
to  three-fourths  gave  the  data  the  lowest  possible  score. 

JAMA  January  12,  1990 

COMBINATION  DRUG  THERAPY  OFFERS 
BEST  RELIEF  OF  TRAVELER’S  DIARRHEA 


There’s  good  news  for  travelers.  The  amount  of  time  they 
spend  suffering  from  diarrhea  now  can  be  significantly 
reduced,  according  to  a study  in  the  Journal  of  the 
American  Medical  Association. 


The  duration  of  diarrhea  can  be  shortened  by  taking  a 
combination  of  three  drugs  — sulfamethoxazole  and 
trimethoprim  along  with  loperamide — for  three  days, 
say  the  authors,  Charles  D.  Ericsson,  MD,  of  the 
Division  of  Infectious  Diseases,  University  of  Texas 
Medical  School,  Houston,  and  colleagues. 

Sulfamethoxazole  and  trimethoprim  are  antibacterial 
(antimicrobial)  drugs  commonly  prescribed  in  combina- 
tion under  the  trade  names  Bactrim  (Roche)  and  Septra 
(Burroughs  Wellcome).  Loperamide,  which  reduces 
intestinal  motility,  is  sold  under  the  trade  name  Imodium 
(Janssen).  When  taken  individually  for  three  days, 
sulfamethoxazole-trimethoprim  and  loperamide  have 
been  shown  to  be  effective  in  treating  traveler’s  diarrhea. 
The  present  study  investigated  the  drugs’  effectiveness 
when  taken  in  combination. 

“Although  Loperamide  is  efficacious  in  treating 
traveler’s  diarrhea,  the  results  of  the  present  analysis 
suggest  initial  therapy  with  loperamide  is  best  used  in  a 
stepwise  approach,”  say  the  authors.  “Patients  should  be 
instructed  to  begin  antimicrobial  therapy  when  they  fail 
to  respond  to  initial  therapy  with  Loperamide.” 

“The  efficacy  of  this  stepwise  approach,  however,  is 
significantly  inferior  to  initial  combination  therapy,” 
they  say.  “Patients  should  understand  that  they  assume 
at  least  a 13  percent  risk  of  failing  to  respond  to  initial 
loperamide  therapy,  compared  with  a 2 percent  risk  of 
failing  to  respond  to  combination  therapy.” 

The  researchers  compared  five  therapies  for  acute 
diarrhea  among  227  U.S.  adults  residing  in  Guadalajara, 
Mexico.  Using  a combination  of  sulfamethoxazole- 
trimethoprim  (800/160  mg  orally  twice  a day  for  three 
days)  and  loperamide  (4  mg  oral  “loading  dose” 
followed  by  2 mg  after  each  loose  stool)  was  the  most 
effective  treatment  studied,  including  using  a placebo. 
Patients  treated  with  the  combination  had  the  shortest 
average  duration  of  diarrhea  (one  hour)  and  took  the 
least  amount  of  loperamide  after  the  initial  dose. 
Combination  therapy  also  was  most  effective  in  treating 
patients  with  fecal  leukocytes  (white  cells)  or  blood- 
tinged  stools. 

A single  large  dose  of  sulfamethoxazole-trimethoprim 
(16(X)/320  mg  orally)  was  effective  in  curing  traveler’s 
diarrhea,  the  authors  report.  Loperamide  alone  was  not 
as  effective  in  treating  mild  diarrhea  as  combination 
therapy  was  in  treating  both  mildly  and  more  severely  ill 
patients.  The  researchers  say  the  use  of  antimotility 
agents  like  loperamide  in  treating  traveler’s  diarrhea 
remains  “controversial”  and  recommend  further  study. 
JAMA  January  12,  1990 

STUDY:  MULTIVITAMINS,  FOLIC  ACID  CURB 

INCIDENCE  OF  SPINAL  DEFECTS  IN  INFANTS 


Pregnant  women  who  use  multivitamins  containing 
folic  acid,  an  essential  growth  factor,  during  the  initial 
weeks  of  pregnancy  are  less  likely  to  deliver  infants  with 
spina  bifida  or  similar  defects,  says  a report  in  i\\Q  Journal 
of  the  American  Medical  Association. 

In  a three-year  study  of  22,776  pregnant  women, 
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Aubrey  Milunsky,  MBBCh,  DSc,  of  the  Center  for 
Human  Genetics,  Boston  University  School  of  Medicine, 
and  colleagues,  found  that  the  prevalence  of  neural  tube 
(spinal  column)  defects  (NTDs)  among  babies  born  to 
women  who  used  multivitamins  with  folic  acid  during  the 
( first  six  weeks  of  pregnancy  was  substantially  lower  (0.9 
per  1,000)  than  the  prevalence  (3.5  per  1,000)  of  defects 
among  babies  born  to  women  who  never  used  supple- 
ments before  or  after  conception  or  used  them  before 
conception  only. 

“Our  results,  together  with  those  of  other  studies, 
point  to  the  importance  of  vitamin  intake,  in  particular 
folic  acid,  in  the  prevention  of  neural  tube  defects  and 
indicate  that  the  apparent  protective  effect  of  multi- 
' vitamin  supplements  is  limited  to  use  in  the  first  six  weeks 

of  pregnancy,”  write  the  authors. 

The  researchers  also  concluded  that  women  who  used 
multivitamins  without  folic  acid  during  the  first  six  weeks 
of  pregnancy  and  women  who  began  using  multivitamins 
containing  folic  acid  after  the  first  seven  weeks  of 
pregnancy  experienced  similar  prevalence  rates  to  those 
of  non-users. 

The  study  focused  on  the  relationship  of  multivitamin 
intake  in  general,  and  folic  acid  in  particular,  to  the  risk  of 
NTDs  in  women  who  underwent  aminocentesis  or  other 
tests  for  neural  tube  defects  around  16  weeks  of  gestation. 
Participants  were  interviewed  for  information  on  their 
family,  medical  and  genetic  histories,  with  special 
emphasis  on  diet,  medication,  illness  during  the  first 
trimester  of  pregnancy,  and  multivitamin  use.  For  27 
percent  of  the  women,  this  was  their  first  pregnancy.  Of 
the  22,776  pregnancies,  there  were  49  neural  tube  defects, 
including  spina  bifida  with  hydrocephalus  and  spina 
bifida  with  both  cleft  lip  and  palate. 

The  researchers  noted  a “strikingly  higher”  prevalence 
(13  per  1,000)  of  NTDs  in  women  who  had  a family 
history  of  spinal  conditions  and  who  did  not  take 
supplements  over  women  who  had  both  a family  history 
and  who  took  supplements.  Their  incidence  was  3.5  per 
1,000.  Of  the  107  women  in  the  study  who  had  a previous 
child  with  a similar  disorder,  three  (28  per  1,000)  had 
another  baby  with  an  NTD.  Of  the  489  women  with  a 
family  history  of  neural  disorders  other  than  their  own 
offspring,  two  (4. 1 per  1,000)  had  a baby  with  a defect  in 
the  study.  Among  the  remaining  22,093  women  with  no 
family  history,  44  (2  per  1,000)  had  a problem  pregnancy. 

“Our  finding  is  consistent  with  the  idea  that  a genetic 
predisposition  interacts  with  an  essential  nutrient 
deficiency,  possibly  a deficiency  of  folic  acid,”  they  write. 

The  researchers  suggest  that  pregnant  women  who 
don’t  take  multivitamins  containing  folic  acid  in  the  first 
six  weeks  of  pregnancy  and  who  subsequently  don’t 
supplement  their  diets  to  make  up  for  that  deficiency  may 
increase  their  risk  of  delivering  an  infant  with  a neural 
tube  defect. 

They  noted  that  vitamins  A,  C,  D,  and  E found  in  the 
majority  of  multivitamins  may  also  help  to  protect 
against  the  development  of  NTDs.  They  also  warned  that 
while  standard  prenatal  doses  of  multivitamins  may 
protect  against  the  incidence  of  neural  disorders, 
excessive  doses  may  be  harmful. 

“We  believe  that  the  combined  data  from  this  and 


other  studies  provide  good  evidence  that  folic  acid- 
containing  multivitamins  taken  during  the  first  six  weeks 
of  pregnancy  will  prevent,  by  more  than  50  percent,  the 
occurrence  of  NTDs.” 

JAMA  November  24,  1989 


SURVEILLANCE  SYSTEMS  FOR  INFECTIOUS 
DISEASES  NEED  IMPROVEMENT;  REPORT 


Individual  state  reporting  requirements  and  clinician 
confusion  about  notification  of  infectious  diseases  have 
interfered  with  efforts  to  survey  public  health  in  the 
United  States,  says  a report  in  the  Journal  of  the  American 
Medical  Association.  Terence  L.  Chorba,  MD,  MPH,  of 
the  Epidemiology  Program  Office,  Centers  for  Disease 
Control,  Atlanta,  and  colleagues,  found  individual 
reporting  procedures  in  each  state  are  partially  respon- 
sible for  the  underreporting  of  infectious  disease  nation- 
wide. Confusion  and  ignorance  about  reporting  laws  by 
hospital  and  medical  staff  have  resulted  in  under- 
reporting of  many  diseases  necessary  for  planning  and 
evaluation  of  disease  prevention  and  control  programs. 
“These  data  are  usually  incomplete  and  may  not  be  repre- 
sentative for  certain  populations;  completeness  of  repor- 
ting has  been  estimated  to  vary  from  six  percent  to 
90  percent  for  many  of  the  common  notifiable  diseases,” 
according  to  the  authors. 

JAMA  December  I,  1989 


REPORT:  OCCUPATIONAL  DISEASE  REPORTING 
SHOULD  BE  MANDATORY  AMONG  STATES 

Mandatory  reporting  of  occupationally  acquired 
disease  is  a critical  step  in  the  prevention  of  work-related 
injuries  and  illness,  says  a report  in  the  Journal  of  the 
American  Medical  Association.  The  report  by  Eugene 
Freund,  MD,  MSPH,  of  the  National  Institute  for 
Occupational  Safety  and  Health,  Cincinnati,  and 
colleagues,  found  that  state  reporting  requirements  for 
occupational  diseases  are  less  uniform  than  those  for 
infectious  diseases  and  suffer  varied  response  rates.  As  of 
1985,  only  32  states  had  enacted  laws  for  either  the  volun- 
tary or  mandatory  reporting  of  occupational  diseases. 
The  authors  believe  long  latencyperiods  between  job  and 
resulting  illness  can  obscure  the  association  of  an  illness 
with  a prior  occupation.  “Reporting  of  occupational 
disease  is  hindered  by  deficiencies  in  recognition  of 
occupational  diseases,  compliance,  control,  and  disse- 
mination efforts,”  according  to  the  authors.  Ten  states 
are  currently  involved  in  the  Sentinel  Event  Notification 
System  for  Occupational  Risks  (SENSOR)  to  establish 
reporting  methods  and  list  occupational  diseases  recog- 
nized by  the  National  Institute  for  Occupational  Safety 
and  Health  (NIOSH). 

JAMA  December  1,  1989 
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STUDY:  CLONIDINE  OFFERS  LITTLE  BENEFIT 
IN  SMOKING  CESSATION 

Clonidine  hydrochloride  — a medication  used  succes- 
sfully to  aid  drug  and  alcohol  withdrawal — doesn’t  have 
the  same  beneficial  effects  on  smokers  wishing  to  “kick 
the  habit,”  says  a report  in  a December  issue  of  the 
Journal  of  the  American  Medical  Association. 

In  a randomized,  double-blind  study  of  185  persons 
who  smoked  at  least  20  cigarettes  per  day,  Peter  Franks, 
MD,  of  the  Deparment  of  Family  Medicine,  University  of 
Rochester  School  of  Medicine  and  Dentistry,  N.Y.,  and 
colleagues,  found  that  the  drug  does  not  alleviate 
withdrawal  symptoms  or  lead  to  quitting  smoking.  The 
researchers  found  “no  statistically  significant  effects  on 
quitting  or  the  number  of  cigarettes  smoked”  at  the  end 
of  the  four-week  study. 

“At  four  weeks,  the  mean  number  of  cigarettes  smoked 
was  17.7  for  those  receiving  clonidine  and  17.5  for  those 
receiving  the  placebo,”  the  authors  conclude.  “These 
results  provide  little  support  for  a beneficial  effect  of 
clonidine  on  tobacco  withdrawal  symptoms,  quitting,  or 
smoking  reduction  in  a primary  care  setting.” 

The  study  was  conducted  among  patients  receiving 
routine  care  at  a Rochester  family  clinic.  Subjects  ranged 
in  age  from  18  to  70.  After  an  initial  screening,  partici- 
pants were  told  of  the  “theoretical  role  of  clonidine  in 
reducing  withdrawal  symptoms,  together  with  the  need 
for  subjects  to  address  the  psychological  and  social  cues 
to  smoking.”  During  the  first  week  of  the  study,  while 
continuing  to  smoke,  participants  took  0.1  mg  tablets  of 
clonidine  or  placebo  in  a dosage  that  increased  every 
other  day  as  tolerated  to  0.2  mg  twice  a day.  The  resear- 
chers note  that  this  relatively  high  dose  of  clonidine  was 
chosen  because  previous  studies  on  opiate  and  nicotine 
withdrawal  suggest  a dose  — response  effect.  Ninety-two 
patients  received  the  drug,  while  93  received  a placebo. 

At  the  second  day  of  the  full  dose  of  medication  (one 
week  into  the  study),  patients  were  asked  to  quit 
smoking.  Subjects  continued  to  receive  the  full  dose  of 
medication  tolerated  for  three  weeks,  then  tapered  the 
dose  by  one  pill  every  other  day  during  the  ensuring  week. 
Study  participants  were  seen  weekly  by  a research 
assistant  who  encouraged  continued  abstinence.  Their 
smoking  status  was  verified  through  measurement  of 
their  carbon  monoxide  levels. 

At  four  weeks,  researchers  found  that  among  com- 
pliant subjects,  15  (27  percent)  of  the  men  quit,  including 
nine  (30  percent)  receiving  clonidine  and  six  (24  percent) 
receiving  the  placebo.  Fifteen  (18  percent)  of  the  women 
enrolled  in  the  study  quit,  including  eight  (20  percent) 
receiving  clonidine  and  seven  (17  percent)  receiving  the 
placebo.  The  authors  report  that  “side  effects  were 
frequent,  especially  for  those  taking  clonidine.”  The  most 
frequent  symptoms  were  dizziness  and  nausea  or 
vomiting. 

The  authors  suggest  that  the  higher  “quit  rates”  from 
clonidine  exhibited  in  previous  studies  may  have  been 
prompted  by  a variety  of  factors  including  a bias  concer- 
ning the  selection  of  participants.  For  example,  in 


previous  studies  subjects  were  less  addicted  to  nicotine 
and  may  have  been  more  motivated  to  quit  because  they 
were  seen  in  specialized  clinics. 

“It  is  concluded  that  these  results  do  not  support  the 
use  of  clonidine  for  smoking  cessation,  at  least  with  the 
limited  kind  of  intervention  typically  feasible  in  a 
primary  care  setting,”  the  authors  write.  “However, 
because  a small,  but  clincally  useful  effect,  cannot  be 
excluded,  it  is  recommended  that  further  studies  be 
conducted  in  primary  care.” 

JAMA  December  I,  1989 


STEROID  USE  MAY  LEAD  TO 
ADDICTION,  REPORT  SAYS 


Persons  who  use  anabolic  steroids  to  pump  up  their 
physiques  and  athletic  performances  also  may  be  getting 
addicted,  says  a report  in  JAMA. 

Long-term,  high-dosage  use  of  steroids  may  result  in  a 
preoccupation  with  drug  use  and  even  a craving  for  other 
drugs,  including  cocaine,  write  Kenneth  B.  Kashkin,  MD, 
and  Herbert  D.  Kleber,  MD,  of  the  Department  of 
Psychiatry,  Yale  University  School  of  Medicine,  New 
Haven,  Conn.  The  authors  say  prolonged  used  also  may 
lead  to  “profound”  psychological  effects. 

“Ominously,  there  are  now  reports  of  anabolic  steroid 
hormone  use  over  longer  periods  of  time  than  was 
desired,  with  attempts  to  stop  use  that  have  failed,”  the 
authors  write. 

They  used  existing  scientific  literature  to  support  their 
theory  that  sex  steroid  hormone  dependency  is  a pre- 
viously unrecognized  disorder  similar  to  other  drug 
addictions.  The  popularity  of  sex  hormones,  they  note, 
may  be  attributable  to  their  ability  to  alter  moods  as  well 
as  physiques. 

In  the  1950s  and  1960s,  the  illicit  use  of  steroids  was 
confined  to  highly  trained  athletes  who  used  them  for 
their  muscle-promoting  capabilities.  However,  recent 
reports  in  both  the  medical  literature  and  lay  press 
document  a widespread  and  habitual  use  of  large  doses  of 
sex  steroid  hormones  for  both  cosmetic  and  “life- 
enhancing”’  purposes,  the  authors  report.  Some  esti- 
mates suggest  as  many  as  one  million  Americans  are 
spending  $ 100  million  on  black  market  anabolic  steroids, 
including  an  estimated  250,000  high  school  seniors  in 
America.  Anabolic  steroids  are  synthetic  hormones  that 
have  the  same  muscle  and  tissue  building  effects  as  testos- 
terone and  other  naturally  occurring  male  sex  hormones. 

Kashkin  and  Kleber  note  distinct  similarities  between 
the  effects,  withdrawal  symptoms  and  complications 
exhibited  by  steroid  abusers  with  those  exhibited  by 
cocaine,  alcohol  or  other  opioid  abusers,  for  example, 
reports  indicate  that  elevations  in  the  levels  of  serum 
steroid  hormones  can  produce  euphoria  and  other  psy- 
chological effects  associated  with  substance  abuse. 

“Anabolic  steroid  users  also  describe  increased  self- 
esteem, libidio  and  energy  with  a decreased  need  for  sleep 
when  intoxicated,”’  the  authors  write. 
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Some  studies  suggest  long-term  steroid  abusers  suffer 
from  similar  psychiatric  disturbances  including  increased 
irritability,  impaired  judgment,  anxiety,  panic  and 
paranoid  delusions.  Other  studies  suggest  even  when 
victims’  lives  begin  to  deteriorate  from  steroid  abuse, 
they  continue  use. 

“Thus,  it  is  possible  that  anabolic  steroid  abuse  can 
result  in  the  expenditure  of  substantial  time  pursuing  sex 
steroids  and  that  such  drug-related  activities  can  begin  to 
dominate  and  destroy  the  user’s  personal  life,”  they 
write. 

A review  of  the  literature  also  suggests  steroid  abusers 
suffer  a delayed  depression  that  can  include  thoughts  of 
suicide  when  serum  steroid  levels  drop  quickly.  For 
example,  in  one  study,  12.2  percent  of  anabolic  steroid 
users  met  criteria  for  major  depression  and  all  of  them 
developed  it  within  a three-month  period  of  abstinence. 

The  authors  conclude  the  symptoms  can  be  reduced  by 
hormone  replacement  or  antidepressant  therapy.  They 
also  suggest  since  the  anabolic  steroid  addiction  hypo- 
thesis is  “speculative,”’  further  study  is  needed  to  con- 
firm it.  “If  the  hypothesis  is  confirmed,  we  must  add  the 
complications  of  substance  dependence  to  the  known  risk 
of  high-dose  sex  steroids,”  the  authors  write.  “Therefore, 
we  also  conclude  that  anabolic  steroid  abusers  need  to  be 
treated  rather  than  tested  and  penalized.” 

JAMA  December  8,  1989 


STUDY:  PREECLAMPSIA  MORE  COMMON 
AMONG  USERS  OF  BARRIER  CONTRACEPTIVES 


Women  who  use  barrier  methods  of  birth  control  are 
more  than  twice  as  likely  to  develop  preeclampsia  (“toxic 
pregnancy”)  than  women  using  other  methods,  says  a 
study  in  JAMA. 

Prior  exposure  to  sperm  and  semen  has  a protective 
immunologic  effect  on  a developing  fetus  in  a subsequent 
pregnancy,  say  the  authors,  Hillary  S.  Klonoff-Cohen, 
PhD,  of  the  School  of  Public  Health,  University  of  North 
Carolina  at  Chapel  Hill,  and  colleagues.  Barrier 
contraceptives  — such  as  the  condom,  diaphragm, 
sponge  and  spermicides — and  withdrawal  prevent  live 
sperm  from  entering  the  uterus  and  causing  a pregnancy. 
When  compared  with  nonbarrier  contraceptives  (intra- 
uterine devices,  pills  and  the  rhyth  method),  “barrier 
methods  may  contribute  to  as  much  as  60  percent”  of 
preeclampsia  cases,  the  authors  write. 

Preeclampsia  is  a serious  obstetrical  condition,  and  is 
the  third  leading  cause  of  maternal  illness.  Previous 
research  suggests  the  condition  is  caused  by  an  incompa- 
tibility between  the  mother’s  immune  system  and  the 
developing  fetus.  Sperm  and  seminal  fluid  contain 
antigens  which  prevent  the  mother’s  system  from 
rejecting  fetal  tissue.  Preeclampsia  occurs  in  late 
pregnancy,  characterized  by  high  blood  pressure,  tissue 
swelling  or  weight  gain  and  an  excess  of  protein  in  the 
urine. 


The  researchers  studied  225  women,  aged  15  to  35,  who 
gave  birth  to  their  first  child  at  a North  Carolina  hospital 
between  1984  and  1987.  After  reviewing  hospital 
discharge  and  medical  records,  they  identified  1 10  cases 
of  preeclampsia.  These  cases  were  then  compared  with 
115  control  cases  (women  who  did  not  develop 
preeclampsia).  Women  with  hypertension,  diabetes  or 
medical  problems  during  pregnancy  were  excluded  from 
the  study.  Mothers  in  both  case  and  control  groups  were 
later  interviewed  by  telephone  to  determine  contracep- 
tive use,  number  of  sexual  partners,  frequency  of 
intercourse  and  other  relevant  information. 

The  authors  found  a 2.37-fold  increased  risk  of 
preeclampsia  for  users  of  contraceptives  that  prevent 
exposure  to  sperm. 'A  “dose-response”  relationship  was 
also  observed,  with  increasing  risk  for  women  were 
exposed  to  smaller  amounts  of  sperm  before  their 
pregnancy. 

Married  women  using  barrier  methods  had  a signifi- 
cantly lower  risk  of  developing  preeclampsia  than  did 
single  women  using  barrier  methods.  The  odds  ratio  for 
married  women  was  0.39,  compared  with  26. 1 8 for  single 
women.  This  is  an  important  new  finding  not  previously 
reported  in  the  medical  literature,  the  authors  say.  They 
caution  this  result  may  be  due  to  factors  such  as 
frequency  of  intercourse  and  care  in  using  contraceptives 
in  married  versus  single  women.  Single  women  may  have 
infrequent  sex  or  sex  with  different  partners,  while 
married  women  have  regular  intercourse  with  a steady 
partner,  “thereby  exposing  the  uterus  to  the  same 
paternal  sperm  antigens  more  frequently,”  they  say. 

“The  overall  association  between  barrier  methods  and 
preeclampsia  would  have  important  public  health 
consequences  if  the  if  the  relationship  proves  to  be 
causal,”  the  authors  conclude.  “Additional  studies  are 
needed  before  appropriate  recommendations  can  be 
made  regarding  birth  control  methods  based  on  their  risk 
of  preeclampsia.” 

In  an  accompanying  editorial,  Alan  E.  Beer,  MD,  of 
The  Chicago  Medical  School,  North  Chicago,  111.,  says 
the  finding  that  “degree  of  unprotected  coital  exposure 
experienced  by  the  mother-to-be  prior  to  the  first 
pregnancy  may  relate  to  her  risk  of  developing 
preeclampsia  is  very  exciting.” 

“This  type  of  reasoning  is  also  supported  by  data  that 
when  a multiparous  woman  changes  partners  and 
becomes  pregnant,  this  is  associated  with  a marked 
increase  in  the  risk  of  preeclampsia,”  Beer  writes. 
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VASOTEC 


ENALAPRIL  ABALEATE  I MSD: 


VASOTEC  is  available  in  2.5-mg,  S-rng,  10-mg,  and  20-mg  tablet  strengths. 


Contraindications:  VASOTEC®  (Enalapnl  Maleate,  MSD)  is  conltamdicated  in  patients  who  are  hypersensitive  to 
this  product  and  in  patients  with  a history  ot  angioedema  related  to  previous  treatment  with  an  ACE  inhibitor 
Warnings:  Angioedema  Angioedema  of  the  lace,  extremities,  lips,  longue,  glottis,  and/or  larynx  has  been  reported  in 
patients  Treated  with  ACE  inhibitors,  including  VASOTEC  In  such  cases.  VASOTEC  should  be  promptly  discontinued 
and  the  patient  carefully  observed  until  the  swelling  disappears  In  instances  where  swelling  has  been  conlined  to  the 
face  and  lips,  the  condition  has  generally  resolved  without  treatment,  although  antihistamines  have  been  useful  in 
relieving  symptoms  Angioedema  associated  with  laryngeal  edema  may  be  lalal  Where  there  is  involvement  ot 
the  tongue,  glottis,  orlarynx  likely  to  cause  airway  obstruction,  appropriate  therapy,  eg.,  subcutaneous 
e^M^^hrme  solution  1:1000  (0.3  ml  to  0.5  ml),  should  be  promptly  administered.  (See  ADVERSE 

Hypotension  Excessive  hypotension  is  rare  in  uncomplicated  hypertensive  patients  treated  with  VASOTEC  alone 
Patients  with  heart  failure  given  VASOTEC  commonly  have  some  reduction  in  blood  pressure,  especially  with  the  first 
dose,  but  discontinuation  of  therapy  tor  continuing  symptomatic  hypotension  usually  is  not  necessary  when  dosing 
instructions  are  followed,  caution  should  be  observed  wheti  initiating  therapy  (See  DOSAGE  AND  ADMINISTRA- 
TION ) Patients  at  risk  lor  excessive  hypotension,  sometimes  associated  with  oliguria  anrf/or  progressive  azotemia 
and  rarely  with  acute  renal  failure  and/or  death,  include  those  with  the  following  conditions  or  characteristics  heart 
failure,  hyponatremia,  high-dose  diuretic  therapy,  recent  intensive  diuresis  or  increase  in  diuretic  dose  renal  dialysis, 
or  severe  volume  and/or  salt  depletion  ot  any  etiology  It  may  be  advisable  to  eliminate  the  diuretic  (except  in  patients 
with  heart  failure),  reduce  the  diuretic  dose,  or  increase  salt  intake  cautiously  before  initiating  therapy  with  vASOTEI) 
in  patients  at  risx  lor  excessive  hypotension  who  are  able  to  tolerate  such  adjustments  (See  PRECAUTIONS.  Drug 
Interactions  and  ADVERSE  REACTIONS ) In  patients  at  risk  for  excessive  hypotension,  therapy  should  be  started  under 
very  close  medical  supervision  and  such  patients  should  be  followed  closely  lor  the  lirsi  two  weeks  ot  treatment  and 
whenever  the  dose  of  enalapril  and/or  diuretic  is  increased  Similar  considerations  may  apply  to  patients  with  isch- 
emic heart  disease  or  cardiovascular  disease  in  whom  an  excessive  tall  in  blood  pressure  could  result  in  a myocardial 
infarction  or  cerebrovascular  accident  It  excessive  hypotension  occurs,  the  patient  should  be  placed  in  the  supine 
position  and,  if  necessary,  receive  an  intravenous  infusion  ot  normal  saline  A transient  hypotensive  response  is  not  a 
contraindication  to  further  doses  ot  VASOTEC,  which  usually  can  be  given  without  ditliculty  once  the  blood  pressure 
has  stabilized  If  symptomatic  hypotension  develops,  a dose  reduction  or  discontinuation  of  VASOTEC  or  concomitant 
diuretic  may  be  necessary 

Neutropenia! Agranulocytosis.  Another  ACE  inhibitor,  caplopiil,  has  been  shown  to  cause  agranulocytosis  and  bone 
marrow  depression,  rarely  in  uncomplicated  patients  but  more  frequently  in  patients  with  renal  impairment,  especially 
it  they  also  have  a collagen  vascular  disease  Available  data  from  clinical  Inals  ot  enalapril  are  insufficient  to  show  that 
enalapril  does  not  cause  agranulocytosis  at  similar  rales  Foreign  marketing  experience  has  revealed  several  cases  ot 
neutropenia  or  agranulocyTosis  in  which  a causal  relationship  to  enalapril  cannot  be  excluded  Periodic  monitoring  ot 
white  blood  cell  counts  in  patients  with  collagen  vascular  disease  ano  renal  disease  should  be  considered 
Precautions:  General  Impaired  Renal  Function  As  a consequence  of  inhibiting  the  remn-angiolensin-aldoslerone 
system,  changes  in  renal  function  may  be  anticipated  in  susceptible  individuals  In  patients  with  severe  heart  failure 
whose  renal  function  may  depend  on  the  activity  of  fhe  renin-angiolensin-aldosterone  system,  treatment  with  ACE 
inhibitors,  including  VASOTEt,  may  be  associated  with  oliguria  and/or  progressive  azotemia  and  rarely  with  acute 
renal  failure  and/or  death 

In  clinical  studies  in  hypertensive  patients  with  unilateral  or  bilateral  renal  artery  stenosis,  increases  m blood  urea 
nitrogen  and  serum  creatinine  were  observed  in  20%  of  patients  These  increases  were  almost  always  reversible  upon 
discontinuation  of  enalapril  and/or  diuretic  therapy  In  such  patients,  renal  function  should  be  monitored  during  the 
first  lew  weeks  of  fherapy 

Some  patients  with  hypertension  or  heart  failure  with  no  apparent  preexisting  renal  vascular  disease  have  developed 
increases  in  blood  urea  and  serum  creatinine,  usually  minor  and  transient,  especially  when  VASOTEC  has  been  given 
concomitantly  with  a diuretic.  This  is  more  likely  to  occur  in  patients  with  preexisting  renal  impairment  Dosage 
reduction  and/or  discontinuation  of  the  diuretic  and/or  VASOTEC  may  be  required 

Evaluation  of  patients  with  hypertension  or  heart  failure  should  always  Include  assessment  of  renal 
function.  (See  DOSAGE  AND  ADMINISTRATION  ) 

Hyperkalemia  Elevated  serum  potassium  (>5  7 mEq/L)  was  observed  in  approximately  1%  of  hypertensive  patients 
in  clinical  trials  In  most  cases  these  were  isolated  values  which  resolved  despite  continued  therapy  Hyperkalemia 
was  a cause  of  discontinuation  of  therapy  in  0 28%  of  hypertensive  patients  In  clinical  trials  in  heart  failure,  hyper- 
kalemia was  observed  in  3 8%  of  patients,  but  was  not  a cause  for  discontinuation 
Risk  factors  lor  the  development  ot  hyperkalemia  include  renal  insufficiency,  diabetes  mellilus,  and  the  concomitant 
use  of  potassium-sparing  diuretics,  potassium  supplements,  and/or  potassium-containing  salt  substitutes,  which 
should  be  used  cauiiousTy,  if  at  all,  with  VASOTEC  (See  Drug  Interactions ) 

SurgerylAnesttiesia.  In  patients  undergoing  major  surgery  or  during  anesthesia  with  agents  that  produce  hypotension, 
enaTapril  may  block  angiotensin  It  formation  secondary  to  compensatory  renin  release  If  hypotension  occurs  and  is 
considered  to  be  due  to  this  mechanism,  it  can  be  corrected  by  volume  expansion. 

Inlormalion  lor  Patients 

Angioedema  Angioedema,  including  laryngeal  edema,  may  occur  especially  following  the  first  dose  of  enalapril 
PaTients  should  be  so  advised  and  told  to  report  immediately  any  signs  or  symptoms  suggesting  angioedema  (swell- 
ing ot  face,  extremities,  eyes,  lips,  tongue,  difficulty  in  swallowing  or  breathing)  and  to  Take  no  more  drug  until  they 
have  consulted  with  the  prescribing  physician 

Hypotension  Patients  should  be  cautioned  to  report  lightheadedness,  especially  during  the  first  lew  days  of  therapy  If 
actual  syncope  occurs,  the  patients  should  be  told  to  rfiscontinue  the  drug  until  they  have  consulted  with  the  prescrib- 
ing physician 

Ail  patients  should  be  cautioned  that  excessive  perspiration  and  dehydration  may  lead  to  an  excessive  (all  in  blood 
pressure  because  of  reduction  in  fluid  volume  flther  causes  ot  volume  depletion  such  as  vomiting  or  diarrhea  may 
also  lead  to  a fall  in  blood  pressure,  patients  should  be  advised  to  consult  with  the  physician 
Hmerkalemia  Patients  should  be  told  not  to  use  salt  substitutes  containing  potassium  without  consulting  their 
physician 

Neutropenia.  Patients  should  be  told  to  report  promptly  any  indication  of  infecfion  (e  g , sore  throaf,  fever)  which  may 
be  a sign  of  neutropenia 

NOTE  As  with  many  other  drugs,  certain  advice  to  patients  being  treated  with  enalapril  is  warranted  This  information 
IS  intended  to  aid  in  the  sate  and  effective  use  of  this  medication  It  is  not  a disclosure  ot  all  possible  adverse  or 
intended  effects 
Drug  Interactions 

Hypotension.  Patients  on  Diuretic  Therapy  Patients  on  diuretics  and  especially  those  in  whom  diuretic  therapy  was 
recently  instituted  may  occasionally  experience  an  excessive  reduction  of  blood  pressure  after  initiation  of  therapy 
with  enalapril  The  possibility  of  hypotensive  elfecis  with  enalapril  can  be  minimized  by  either  discontinuing  the 
diuretic  or  increasing  the  sail  intake  prior  to  initiation  ot  treatment  with  enalapril  If  it  is  necessary  to  continue  the 
diuretic,  provide  close  medical  supervision  after  the  initial  dose  tor  at  least  two  hours  and  until  blood  pressure  has 
stabilized  for  at  least  an  additional  hour  (See  WARNINGS  and  DOSAGE  AND  ADMINISTRATION  ) 

Agents  Causing  Renin  Release  The  antihyperlensive  effect  ot  VASOTEC  is  augmented  by  anlihyperfensive  agents  that 
cause  renin  reTease  (e  g , diuretics). 

Other  Cardiovascular  Agents  VASOTEC  has  been  used  concomitantly  with  bela-adrenergic-blocking  agents,  methyl- 
dopa,  nitrates,  calcium-blocking  agents,  hydralazine  prazosin,  and  digoxin  without  evidence  of  clinically  significant 
adverse  interactions 

Agents  Increasing  Serum  Potassium  VASOTEC  attenuates  potassium  loss  caused  by  thiazide-type  diuretics 
Potassium-sparing  diuretics  (e  g , spironolactone,  triamterene,  or  amiloride),  potassium  supplements,  or 
potassium-containing  salt  substituTes  may  lead  to  signilicani  increases  in  serum  potassium  Therelore.  if  concomi- 
tant use  of  these  agents  is  indicated  because  of  demonstrated  hypokalemia,  they  should  be  used  with  caution  and 
with  frequent  moniioring  of  serum  potassium  Potassium-sparing  agents  should  generally  not  be  used  in  patients 
with  heart  lailure  receiving  VASOTEC 

Lithium  Lithium  toxicity  has  been  reported  in  patients  receiving  lithium  concomitantly  with  drugs  which  cause  elim- 
ination of  sodiumjncluding  ACE  inhibitors  A few  cases  of  lifnium  toxicity  have  been  reported  in  patients  receiving 
concomitant  VASOTEC  andlilhium  and  were  reversible  upon  discontinuation  ot  both  drugs  It  is  recommended  that 
serum  lithium  levels  be  monitored  frequently  if  enalapril  is  administered  concomitantly  with  lithium 
Pregnancy- Category  C There  was  no  fetoloxicily  or  teratogenicity  in  rats  treated  with  up  to  200  mg/kg/day  of  enalapril 
¡333  limes  the  maximum  human  dose)  Felotoxicity  expressed  as  a decrease  in  average  fetal  weight,  occurred 
in  rats  given  1200  mg/kg/day  of  enalapril  but  did  not  occur  when  these  animals  were  supplemented  with  saline 
Enalapril  was  not  teratogenic  in  rabbits  However,  maternal  and  letal  toxicity  occurred  in  some  rabbits  at  doses  of 
1 moAg/day  or  more  Saline  supplementation  prevented  the  maternal  and  fetal  toxicity  seen  at  doses  of  3 and  10  mg/ 
kg/oay,  but  not  at  30  mg/kg/day  (50  times  the  maximum  human  dose) 

Radioactivity  was  found  to  cross  the  placenta  following  administration  of  labeled  enalapril  to  pregnant  hamsters 
There  are  no  adequate  and  well-controlled  studies  ot  enalapril  in  pregnant  women  However,  data  are  available  that 


show  enalapril  crosses  the  human  placenta  Because  the  risk  ot  letal  toxicity  with  the  use  of  ACE  inhibitors  has  not 
been  clearly  defined,  VASOTEC®  (Enalapril  Maleate.  MSD)  should  be  used  during  pregnancy  only  it  the  potential  ben- 
efit lustilies  the  potential  risk  to  the  fetus. 

PosImarkeling  experience  with  all  ACE  inhibitors  thus  tar  suggests  the  lollowing  with  regard  to  pregnancy  outcome 
Inadvertent  exposure  limited  to  the  first  trimester  ot  pregnancy  has  not  been  reported  to  affect  fetaT ouTcome  adversely 
Fetal  exposure  during  the  second  and  third  trimesters  of  pregnancy  has  been  associated  with  fetal  and  neonatal  mor- 
bidity and  mortality 

When  ACE  inhibitors  are  used  during  the  later  stages  of  pregnancy  there  have  been  reports  ot  hypotension  and 
decreased  renal  perfusión  in  the  newborn  Oligohydramnios  inThe  mother  has  also  been  reported,  presumably  repre- 
senting decreased  renal  function  in  the  letus  Infants  exposed  in  útero  to  ACE  inhibitors  should  be  closely  observed 
lor  hypotension,  oliguria,  and  hyperkalemia  It  oliguria  occurs,  attention  should  be  directed  toward  support  of  blood 
pressure  and  renal  perfusion  wifh  the  administration  ot  fluids  and  pressors  as  appropriate  Problems  associated  with 
prematurity  such  as  patent  ductus  arteriosus  have  occurred  in  association  with  maternal  use  ot  ACE  inhibitors,  but  it 
IS  not  clear  whether  they  are  related  to  ACE  inhibition  maternal  hypertension,  or  the  underlying  prematurity 
Nursing  Mothers  Milk  m lactating  rats  contains  radioactivity  lollowing  administration  ot  enalapril  maleate  It  is  not 
known  whether  this  drug  is  secreted  in  human  milk  Because  many  drugs  are  secreted  in  human  milk  caution  should 
be  exercised  when  VASOTEC  is  given  to  a nursing  mother 
Pediatric  Use  Safety  and  effectiveness  in  children  have  not  been  established 

Adverse  Reactions:  VASOTEC  has  been  evaluated  lor  safety  in  more  than  10.000  patients  including  over  1000 
patients  treated  tor  one  year  or  more  VASOTEC  has  been  found  to  be  generally  well  tolerated  in  controlled  clinical 
Inals  involving  2987  patients 

HYPERTENSION  The  most  frequent  clinical  adverse  experiences  in  controlled  trials  were  headache  (5  2%).  dizziness 
(4  3%),  and  fatigue  (3%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ot  patients  treated  with  VASOTEC  in  controlled  clinical  Inals 
were  diarrhea  (1  4%).  nausea  (1  4%).  rash  (1 4%).  cough  ¡1  3%)  orthostatic  elfecis  |1  2%),  and  asthenia  (1 1%) 
HEART  FAILURE  The  most  IrequenI  clinical  adverse  experiences  in  both  controlled  and  uncontrolled  Inals  were  dizzi- 
ness (7  9%),  hypotension  (6  7%).  orthostatic  etiects  (2  2%),  syncope  (2  2%),  cough  (2  2%),  chest  pain  (21%),  and 
diarrhea  (21%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ot  patients  treated  with  VASOTEC  m both  controlled  and 
uncontrolled  clinical  Inals  were  fatigue  (18%),  headache  (1 8%),  abdominal  pain  (1 6%),  asthenia  (1 6%),  orthosta- 
tic hypotension  (1  6%),  vertigo  ¡1  6%),  angina  pectoris  (1  5%),  nausea  (1  3%),  vomiting  (1  3%).  bronchitis  (1  3%) 
dysphea  (1  3%),  urinary  tract  infection  (1  3°o),  rash  (1  3%),  and  myocardial  infarction  (1  2%) 

Other  serious  clinical  adverse  experiences  occurring  since  the  drug  was  marketed  or  adverse  experiences  occurring 
in  0 5%  to  1%  ot  patients  with  hypertension  or  heartlailure  in  clinical  trials  in  order  of  decreasing  severity  within  each 
category 

Cardiovascular  Cardiac  arrest,  myocardial  infarction  or  cerebrovascular  accident  possibly  secondary  to  excessive 
hypotension  in  high-risk  patients  (see  WARNINGS,  Hypotension]  cardiac  arrest,  pulmonary  embolism  and  infarction 
rhythm  disturbances,  atrial  fibrillation,  palpitation 

Digestive  Ileus,  pancreatitis,  hepatitis  or  cholestatic  laundice,  melena  anorexia,  dyspepsia  constipation  glossitis 
stomatitis 

Musculoskeletal  Muscle  cramps 

NervousIPsychialric  Depression  contusion,  ataxia,  somnolence  insomnia,  nervousness,  paresthesia 
Urogenital  Renal  failure,  oliguria,  renal  dysfunction  (see  PRECAUTIONS  and  DOSAGE  AND  ADMINISTRATION) 
Respiratory  Bronchospasm,  rhinorrhea  sore  throat  and  hoarseness,  asthma,  upper  respiratory  infection 
Skin  Herpes  zoster,  urticaria,  pruritus,  alopecia.  Hushing,  hyperhidrosis, 

Special  Senses  Blurred  vision,  taste  alteration,  tinnitus 

A symptom  complex  has  been  reported  which  may  include  a positive  ANA,  an  elevated  erythrocyte  sedimentation  rate, 
arthralgias/arlhritis,  myalgias,  lever,  serositis,  vasculitis,  leukocytosis,  eosinophilia,  photosensitivity  rash,  and  other 
dermatologic  manifestations 

Angioedema  Angioedema  has  been  reported  m patients  receiving  VASOTEC  (0  2%)  Angioedema  associated  with 
laryngeal  edema  may  be  fatal  If  angioedema  of  the  lace,  extremities,  lips,  longue,  glottis,  and/or  larynx  occurs,  treat- 
ment with  VASOTEC  should  be  discontinued  and  appropriate  therapy  instituted  immediately  (See  WARNINGS ) 
Hypotension  In  the  hypertensive  patients,  hypotension  occurred  in  0 9%  and  syncope  occurred  in  0 5%  ot  patients 
lollowing  the  initial  dose  or  during  extended  therapy  Hypotension  or  syncope  was  a cause  for  discontinuation  ot  ther- 
apy in  0l%  ot  hypertensive  patients  In  heart  lailure  patients,  hypotension  occurred  in  67“o  and  syncope  occurred  in 

2 2%  of  patients  Hypotension  or  syncope  was  a cause  lor  discontinuation  ot  therapy  in  1 9%  of  patients  with  heart 
lailure  (See  WARNINGS ) 

Clinical  Laboratory  Test  Findings 

Serum  Electrolytes  Hyperkalemia  (see  PRECAUTIONS),  hyponatremia 

Creatinine.  Blood  Urea  Nitrogen  In  controlled  clinical  trials,  minor  increases  in  blood  urea  nitrogen  and  serum  cre- 
atinine. reversible  upon  discontinuation  of  therapy,  were  observed  in  about  0 2%  ot  patients  with  essential  hyperten- 
sion treated  with  VASOTEC  alone  Increases  are  more  likely  to  occur  in  patients  receiving  concomitant  diuretics  or  m 
patients  with  renal  artery  stenosis  (See  PRECAUTIONS  ) In  patients  with  heart  failure  who  were  also  receiving 
diuretics  with  or  without  digitalis,  increases  m blood  urea  nitrogen  or  serum  creatinine  usually  reversible  upon  dis- 
continuation of  VASOTEC  and/or  other  concomitant  diuretic  therapy  were  observed  in  about  11%  ot  patients 
Increases  in  blood  urea  nitrogen  or  creatinine  were  a cause  for  discontinuation  in  l,2°o  ot  patients 
Hemoglobin  and  Hematocrit  Small  decreases  in  hemoglobin  and  hematocrit  (mean  decreases  ot  approximately 

03  g%  and  1 0 vol  %,  respectively)  occur  frequently  in  either  hypertension  or  heart  failure  patients  treated  with 
VASOTEC  but  are  rarely  ot  ciinicai  importance  unless  another  cause  of  anemia  coexists  In  clinical  trials,  less  than 
01%  of  patients  discontinued  therapy  due  to  anemia 

Other  (Causal  Relationship  Unknown)  In  marketing  experience,  rare  cases  ot  neutropenia  thrombocytopenia,  and 
bone  marrow  depression  have  been  reported  A lew  cases  of  hemolysis  have  been  reported  in  patients  with  Ó6PD 
deficiency 

Liver  Function  Tests  Elevations  ot  liver  enzymes  and/or  serum  bilirubin  have  occurred 
Dosage  and  Administration:  Hypertension  In  patients  who  are  currently  being  treated  with  a diuretic,  symptomatic 
hypotension  occasionally  may  occur  following  the  initial  dose  of  VASOTEC  The  diuretic  should  it  possible  be  dis- 
continued lor  two  to  three  days  before  beginning  therapy  with  VASOTEC  to  reduce  the  likelihood  of  hypotension  (See 
WARNINGS ) If  the  patient's  blood  pressure  is  not  controlled  with  VASOTEC  alone,  diuretic  therapy  may  be  resumed 
It  the  diuretic  cannot  be  discontinued,  an  initial  dose  of  2 5 mg  should  be  used  under  medical  supervision  tor  at  least 
two  hours  and  until  blood  pressure  has  stabilized  tor  at  least  an  additional  hour  (See  WARNINGS  and  PRECAU- 
TIONS, Drug  Interactions ) 

The  recommended  initial  dose  in  patients  not  on  diuretics  is  5 mg  once  a day  Dosage  should  be  adjusted  according 
to  blood  oressure  response  The  usual  dosage  range  is  10  to  40  mg  per  day  administered  in  a single  dose  or  in  two 
divided  doses  In  some  patients  treated  once  daily  the  antihyperlensive  effect  may  dimmish  toward  the  end  ot  the 
dosing  interval  In  such  patients,  an  increase  in  dosage  or  Iwice-daily  administration  should  be  considered  If  blood 
pressure  is  not  controlled  with  VASOTEC  alone,  a diuretic  may  be  added 

Concomitant  administration  ot  VASOTEC  with  potassium  supplements,  potassium  salt  substitutes,  or  potassium- 
sparing  diuretics  may  lead  to  increases  ot  serum  potassium  (see  PRECAUTIONS) 

Dosage  Adjustment  in  Hypertensive  Patients  with  Renal  Impairment  The  usual  dose  of  enalapnl  is  recommended  lor 
patients  with  a creatinine  clearance  > 30  mL/min  (serum  creatinine  of  up  to  approximately  3 mg/dL)  For  patients 
with  creatinine  clearance  s 30  mL/min  (serum  creatinine  • 3 mg/dL),  the  lirsI  dose  is  2 5 mg  once  daily  The  dosage 
may  be  titrated  upward  until  blood  pressure  is  controlled  or  to  a maximum  of  40  mg  daily 
Heart  Failure  VASOTEC  is  indicated  as  adjunctive  therapy  with  diuretics  and  digitalis  The  recommended  starting 
dose  is  2 5 mg  once  or  twice  daily  Alter  the  initial  dose  of  VASOTEC,  the  patient  should  be  observed  under  medical 
supervision  for  at  least  two  hours  and  until  blood  pressure  has  stabilized  for  at  least  an  additional  hour  (See  WARN- 
INGS and  PRECAUTIONS.  Drug  Inleraclions ) II  possible  the  dose  of  the  diuretic  should  be  reduced,  which  may 
dimmish  the  likelihood  ot  hypotension  The  appearance  ot  hypotension  alter  the  initial  dose  of  VASOTEC  does  not 
preclude  subsequent  careful  dose  titration  wilh  the  drug,  foilowing  effective  management  of  the  hypotension  The 
usual  therapeutic  dosing  range  for  the  treatment  ot  hearf  lailure  is  5 to  20  mg  daily  given  in  two  divided  doses  The 
maximum  daily  dose  is  40  mg  Once-daily  dosing  has  been  elleclive  in  a controlled  study,  but  nearly  all  patients  in 
this  study  were  given  40  mg,  the  maximum  recommended  daily  dose,  and  there  has  been  much  more  experience  with 
twice-daily  dosing  In  addition,  in  a placebo-controlled  study  which  demonstrated  reduced  mortality  in  patients  with 
severe  heart  lailure  (NYHA  Class  N).  patients  were  treated  with  2 5 to  40  mg  per  day  of  VASOTEC,  almost  always 
administered  in  two  divided  doses  (See  CLINICAL  PHARMACOLOGY,  Pharmacodynamics  and  Clinical  Etiects ) Dosage 
may  be  adjusted  depending  upon  clinical  or  hemodynamic  response  (See  WARNINGS ) 

Dosage  Adjustment  in  Patients  with  Heart  Failure  and  Renal  Impairment  or  Hyponatremia  In  patients  with  heart  lailure 
who  nave  hyponatremia  (serum  sodium  • 130  mEq/L)  or  with  serum  creatinine  -1  6 mg/dL.  therapy  should  be  initi- 
ated at  2 5 mg  daily  under  close  medical  supervision  (See  DOSAGE  AND  ADMINISTRATION,  Heart 
Failure.  WARNINGS,  and  PRECAUTIONS,  Drug  Interactions ) The  dose  may  be  increased  to  2 5 mg 
bid,  then  5 mg  b i d and  higher  as  needed,  usually  at  intervals  of  lour  days  or  more  it  at  the  time 
ot  dosage  adjustment  there  is  not  excessive  hypotension  or  signilicant  deferioration  of  renal  lunc- 
lion  The  maximum  daily  dose  is  40  mg 

For  more  detailed  inlormalion.  consult  your  MSD  Representative  or  see  Prescribing  Inlormalion  Merck 
Sharp  & Dohme.  Division  ot  Merck  & Co . Inc . West  Point  PA  19486  jgvseneis) 
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“Torso  Atlántico  11”,  (1987,  50”  x 72”),  pintura  realizada  en  acrílico 
sobre  lienzo  del  artista  puertorriqueño  Angel  Nevárez  Ríos,  reciente- 
mente expuesta  en  la  Sala  Campeche  del  Museo  de  Arte  e Historia  de 
San  Juan.  Pertenece  a la  colección  de  AVCO  Financial  Services,  Inc. 

Nevárez  nació  en  Cayey,  Puerto  Rico  en  1950.  Graduado  de  Bachille- 
rato de  la  Escuela  de  Artes  Plásticas  del  Instituto  de  Cultura  Puertorri- 
queña y Maestría  en  Artes  de  la  Universidad  de  Nueva  York.  Ha  reali- 
zado numerosas  exposiciones  individuales  en  Puerto  Rico,  además  de 
participar  en  muestras  colectivas  y bienales  internacionales  como  la 
XVII  Bienal  de  San  Pablo,  Brasil  (1983),  la  Bienal  de  Ilustraciones  de 
Bratislava,  Checoslavaquia  (1983),  la  V Bienal  de  Arte  de  Valparaiso, 
Chile  (1981)  y la  IV,  V,  VI,  VII,  VIII  Bienal  de  San  Juan  de  Grabado 
Latinoamericano  y del  Caribe.  En  1979  obtuvo  una  mención  honorífica 
en  el  V Salón  de  Pintura  de  la  U.N.E.S.C.O.  y el  importante  premio  en 
la  Bienal  de  San  Juan.  Actualmente  Angel  Nevárez  es  profesor  de  pin- 
tura en  la  Escuela  de  Artes  Plásticas  del  Instituto  de  Cultura  Puertorri- 
queña. 

La  Junta  Editora  del  Boletín  agradece  al  artista  y a la  Escuela  de 
Artes  Plásticas  su  ayuda  para  la  publicación  de  esta  obra  en  nuestra 
revista. 
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El  programa  científico  ha  sido  cuidadosamente  diseñado,  para  que  sea  de  interés  a cardiólogos, 
neumólogos,  internistas,  médicos  de  familia,  radiólogos,  pediatras  y cirujanos  torácicos. 
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DERMATOLOGY  DIAGNOSIS 


Rafael  F.  Martin,  MD 
Jorge  L.  Sánchez,  MD 


This  is  the  case  of  a 28-year-old  male  patient  without  history  of  systemic  disease  who  was 
referred  to  our  clinics  from  his  local  Health  Care  Center  with  a two  year  history  of  a warty 
eruption  on  his  penis.  The  patient  referred  that  the  lesions  were  mildly  pruritic,  but  otherwise 
asymptomatic.  He  admitted  three  different  sexual  partners  in  the  last  three  years  and  denied  any 
history  of  sexually  transmitted  diseases.  He  had  not  received  any  treatment  for  these  skin  lesions. 
He  referred  that  some  lesions  had  spontaneously  resolved  while  new  ones  continued  to  appear. 

Upon  physical  exam  he  was  found  to  be  a well-developed  young  man.  Located  on  the  dorsum  of 
the  shaft  of  the  penis  there  were  several  red-brown  papules,  ranging  from  3 to  7mm  in  size  with 
slight  overlying  scaliness.  (Fig.  1)  There  were  no  palpable  lymphadenopathies.  The  rest  of  the 
physical  exam  was  unremarkable. 

Laboratory  tests  including  complete  blood  count,  urinalysis,  SMA-20  and  VDRL  were  within 
normal  limits.  A skin  biopsy  was  done  (Fig.  2). 


WHAT  IS  YOUR  DIAGNOSIS? 

a.  Condyloma  acuminatum 

b.  Bowen’s  disease  of  the  penis 

c.  Bowenoid  papulosis 

d.  Lichen  planus 


From  the  Department  of  Dermatology,  University  of  Puerto  Rico. 
School  of  Medicine.  GPO  Box  5067,  .San  Juan,  Puerto  Rico 


104 


Rafael  F.  Martin.  MI),  et  a! 


Roí  Asoc.  Med  P Rico  - Marzo  1990 


Diagnosis:  Bowenoid  Papulosis 

Bowenoid  papulosis  (BP)  is  a sexually  transmitted 
anogenital  warty  eruption  of  sexually  active  young  men 
and  women,  most  commonly  associated  with  human 
papillomavirus  - 16  (HPV-16)  infection.  It  was  first 
described  by  Lloyd  in  1970'  and  finally  recognized  as  a 
frequently  occurring  entity  by  Wade  et  al  in  1978.^ 
Various  names  have  been  used  as  synonyms  for  this 
condition,  namely  multicentric  pigmented  Bowen’s 
disease  of  the  groin,  multicentric  Bowen’s  disease  of  the 
genitals,  multicentric  reversible  vulvar  atypia,  multicen- 
tric bowenoid  acanthoma,  reversible  vulvar  atypia  and 
bowenoid  atypia  of  the  vulva  among  others.  The  lesions 
consist  of  small  flat  or  dome-shaped,  red-brown, 
violaceous  or  whitish  macules  or  papules  with  slight 
overlying  scaliness.  They  can  have  a smooth  or  verrucous 
surface  and  their  size  range  from  2 to  10mm  in  diameter. 
Sometimes,  these  papules  coalesce  forming  plaque-like 
lesions.  They  are  usually  asymptomatic,  although  mild 
pruritus  is  sometimes  referred  by  patients.  Frequently  it 
is  misdiagnosed  and  treated  as  condyloma  acuminata 
(genital  warts).  For  this  reason,  it  is  believed  that  its 
incidence  is  much  higher  than  what  is  actually  reported. 
In  large  series,  the  incidence  is  slightly  greater  in  females.^ 
In  male  patients,  the  lesions  are  mainly  located  on  the 
shaft  and  glans  of  the  penis,  while  in  their  female 
counterpart  they  are  located  on  the  labia  majora,  labia 
minora,  clitoris,  inguinal  folds  and  perianal  regions, 
usually  bilaterally."*  The  lesions  tend  to  be  numerous, 
usually  numbering  more  than  ten,^  but  as  few  as  one  or 
two  lesions  may  be  seen.  Generally,  BP  is  seen  in  young 
sexually  active  adults,  usually  before  40  years  of  age. 

BP  has  been  associated  with  genital  warts  in  up  to  one 
third  of  the  patients,^  including  reports  of  biopsy-proven 
coexisting  lesions  of  condyloma  acuminatum  and  BP.^  It 
has  also  been  associated  with  herpes  simplex  infection, 
although  an  etiologic  association  has  never  been 
established.  Association  with  pregnancy,^  and  with 
immunosuppressed  patients’  has  also  been  reported. 

It  is  now  widely  accepted  that  BPis  caused  by  HPV-16 
infection,  as  shown  by  DNA  hybridization  techniques.*’  ’ 
Other  HPV  types  found  in  lesions  of  BP  are  HPV 
34,  35,  39,  and  42.'°  As  HPV  infection  (especially 
16,  18)  has  been  associated  in  up  to  40-90%  of  cervical 
cancer,’  the  relationship  between  BP  and  cervical 
neoplasia  has  been  investigated.  Obalek  et  aP  demos- 
trated  severe  cervical  dysplasia  and  carcinoma  in  situ 
showing  HPV-16  by  the  DNA  hybridization  technique 
both  in  female  sexual  partners  of  male  patients  with  BP 
and  in  female  patients  with  BP.  In  contrast,  male  sexual 
partners  of  female  patients  with  BP  were  mostly  found 
free  of  lesions.  They  concluded  that  female  patients  with 
BP  and  sexual  partners  of  male  patients  with  BP  are  at 
high  risk  for  development  of  cervical  carcinoma. 
Furthermore,  HPV-16  has  been  proposed  to  be  a specific 
marker  for  early  cancer  precursor. "* 

The  course  of  BP  is  variable.  Individual  lesions  can  last 
several  months  and  some  have  persisted  for  more  than  10 
years.''  Several  reports  have  shown  spontaneous  regres- 
sion of  the  lesion  in  the  genitalia  of  both  maleandfemale 
patients.  It  was  generally  accepted  that  BP  had  a benign 


course  with  tendency  to  spontaneous  regression  in  most 
cases  until  1987  when  an  invasive  Bowen’s  disease  of  the 
vulva  (HPV- 1 6 positive)  was  reported  in  association  with 
HPV-16  positive  lesions  of  BP.'*  Progression  of  BPinto 
Bowen’s  disease  has  also  been  reported  once.'"*  A squa- 
mous cell  carcinoma  of  the  tongue  was  found  in  associa- 
tion with  BP  in  an  immunosuppressed  patient.'*  An 
increased  incidence  of  BP  in  immunocompromised 
patients  has  suggested  the  possibility  of  an  increased  risk 
of  developing  neoplastic  lesions  and  some  have  also  sug- 
gested evaluation  of  the  immune  status  in  patients  who 
present  with  BP.  The  possibility  of  autoinoculation  of 
lesions  of  BP  has  been  reported.'® 

Histopathologic  evaluation  of  the  epidermis  in  BP 
reveals  acanthosis,  papillomatosis  and  orthokeratosis 
with  focal  parakeratosis.  There  is  crowding  and  an  irre- 
gular “windblown”*  arrangement  of  the  nuclei,  many  of 
which  are  large,  hyperchromatic  and  pleomorphic. 
Dyskeratotic  and  multinucleated  keratinocytes  are  also 
present  as  are  atypical  mitoses.  Occasionally,  perinuclear 
vacuolization  can  be  seen  in  the  upper  epidermis.  There 
usually  is  involvement  of  the  acrosyringium,  with  sparing 
of  the  acrotrichium.  The  PAS-staining  basement  mem- 
brane is  intact.  In  the  upper  dermis  there  is  a lymphohis- 
tiocytic  infiltrate  with  vascular  ectasia  and  occasional 
melanophages. 

The  differential  diagnosis  of  BP  includes  Bowen’s  dis- 
ease of  the  penis  (erythroplasia  of  Queyrat),  condyloma 
acuminatum,  and  recent  application  of  podophyllum.  BP 
differs  from  Bowen’s  disease  of  the  penis  in  several 
aspects  such  as  the  earlier  onset  of  the  lesions,  verrucous 
appearance  of  some  of  the  lesions,  multiplicity  of  lesions, 
smaller  size  of  the  lesions  and  its  tendency  to  regress 
spontaneously.  Bowen’s  disease  of  the  penis  tends  to  pro- 
gress into  invasive  squamous  cell  carcinoma  in  up  to  30% 
of  patients  while  only  sporadic  association  with  invasive 
carcinoma  has  been  reported  in  BP.*  Bowen’s  disease  of 
the  penis  most  frequently  presents  as  a sharply  demar- 
cated velvety  solitary  plaque  on  the  glans  penis  of  uncir- 
cumcised men  while  BP  usually  occurs  in  circumcised 
patients.  Histopathologically,  Bowen’s  disease  and  BP 
are  very  similar,  the  latter  having  a lesser  degree  of  cyto- 
logic atypia  and  a more  orderly  cellular  background  of 
keratinocytic  maturation.*  BP  tends  to  involve  the  acro- 
synringium  with  sparing  of  the  acrotrichium,  while  the 
opposite  is  seen  in  Bowen’s  disease.*  Still,  histopatho- 
logic differentiation  of  BP  from  Bowen’s  disease,  both 
genital  and  extragenital,  appear  to  be  difficult  or  impos- 
sible."* The  recent  application  of  podophyllum  may 
induce  changes  in  the  epidermis  consisting  of  necrotic 
keratinocytes  and  bizarre  mitotic  figures  which  may 
resemble  changes  of  BP  and  Bowen’s  disease.  These 
changes  are  more  pronounced  in  the  first  72  hours  after 
application  and  should  subside  by  1 or  2 weeks.*  It  is 
therefore  important  to  inquire  about  a previous  history 
of  condyloma  acuminata  and  about  recent  application  of 
podophyllum  to  rule  out  this  event. 

Condyloma  acuminata  (genital  warts)  are  soft  verru- 
cous papules  that  occasionally  coalesce  into  cauliflower- 
like masses,  which  appear  in  the  anogenital  area  of 
sexually  active  adults  and  can  resemble  BP.  As 
mentioned  above,  both  BP  and  condyloma  acuminata 
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can  coexist,  making  clinical  differentiation  even  harder. 
A high  prevalence  of  cervical  dysplasia  has  also  been 
found  in  female  consorts  of  men  with  genital  warts  and 
malignant  degeneration  into  Bowen’s  disease  and 
squamous  cell  carcinoma  has  been  rarely  observed.^ 
Upon  histopathologic  evaluation,  condyloma  acumi- 
natum characteristically  shows  areas  of  perinuclear 
vacuolization  of  keratinocytes  in  the  epidermis,  while  this 
finding  is  only  sporadic  in  BP.  Atypia  and  mitoses  can  be 
seen  but  less  frequently  than  in  BP.  Other  diseases 
included  in  the  differential  diagnosis  of  BP  are  lichen 
planus,  psoriasis  and  verruca  plana. 

Management  of  BP  in  young  patients  should  be  conser- 
vative, since  the  majority  of  the  lesions  will  tend  to  regress 
with  time  or  respond  well  to  conservative  treatment. 
Treatment  modalities  include  simple  excision,  liquid 
nitrogen,  5-fluorouracil  (5-FU),  shave  excision  with 
curettage  and  electrodesiccation,  COj  laser  and  local 
alpha  2 recombinant  interferon. There  are  no  reports  of 
studies  comparing  the  efficacy  of  any  of  these  modalities. 
There  are  case  reports  of  spontaneous  disappearance  of 
distant  lesions  of  BP  after  removal  of  one  or  more 
lesions. 

The  presence  of  anogenital  warty  lesions  in  a young 
sexually  active  adult  should  suggest  the  possibility  of  BP 
and  any  suspicious  lesions  should  be  biopsied  in  order  to 
confirm  the  diagnosis.  Furthermore,  we  emphasize  the 
importance  of  identifying  the  presence  of  HPV  infections 
in  female  partners  of  male  patients  with  BP  and  in  female 
patients  with  BP  through  a good  gynecologic  evaluation. 
This  should  include  colposcopic  examination,  cytology, 
and  if  possible,  HPV  DNA  hybridization  in  situ.  Close 
follow  up  should  be  given  to  these  patients  in  order  to 
detect  and  treat  any  early  signs  of  dysplastic  changes  or 
neoplasia  and  prevent  the  appearance  of  a possible 
invasive  lesion  with  its  subsequent  complications. 
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FOR  GENERATIONS 
CANCER  PLAGUED 
THIS  FAMILY. 

THEN  WE 
CAME  INTO 
THE  PICTURE. 


It’s  a tragic  coincidence  that 
cancer  has  taken  so  many  members 
of  this  family  over  the  years. 

It  took  Frank  Domato  in  1961. 
Patricia  O’Hara  Brown  in  1974. 

And  Serafino  Gentile  in  1982. 

But  the  fact  that  the  chain  of 
tragedies  has  now  been  broken  is  no 
coincidence  at  all. 

Over  the  last  40  years,  research 
programs  supported  by  the  Ameri- 
can Cancer  Society  have  made 
increasing  progress  in  the  treatment, 
detection  and  prevention  of  cancer. 

In  1985  alone,  the  Society 
funded  over  700  projects  conducted 
by  the  most  distinguished  scientists 
and  research  institutions  in  the 
country. 

So  it’s  no  coincidence  that  in  1986.  cancer  did  not  take  Debra  Gentile— Frank  Domato’s 
great-granddaughter.  Just  as  it  didn’t  take  hundreds  of  thousands  of  others  who  have  been 
successfully  treated  for  the  disease.  . 

You  see.  we  are  winning.  I 

But  we  need  you  to  help  keep  I 

t ^AMERICAN  CANCER  SOOETY 

^ Help  US  keep  winning. 
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FAMILY  PRACTICE. 

A REWARDING  EXPERIENCE  IN 
ARMY  MEDICINE. 

The  Army  has  more  soh 
diers  with  families  than  ever 
before.  So  when  you  join  the 
Army  Medical  Team  as  a Fam- 
ily  Practitioner,  expect  to 
spend  most  of  your  time  serv- 
ing not  only  soldiers,  but  their 
spouses  and  children,  too. 

What’s  more,  you  won’t  have 
to  worry  about  the  paperwork, 
malpractice  insurance  pre- 
miums, or  the  costs  incurred 
in  running  a private  practice. 

Expect  to  work  in  a 
highly  challenging  and  varied 
environment.  Working  with  a 
team  of  highly  trained  profes- 
sionals, you  can  receive 
assignments  almost  anywhere 
in  the  United  States;  the  Army  offers  the  largest  system  of  comprehensive 
health  care  in  the  nation.  Family  Practice  positions  are  also  available  overseas, 
in  Germany  and  Korea. 

The  benefits  package  available  to  Army  Family  Practitioners  is  quite 
attractive.  'Vbu’ll  receive  30  days  paid  vacation,  opportunities  to  continue  edu- 
cation and  conduct  research,  a chance  to  travel,  and  reasonable  work  hours. 

All  in  all,  your  Army  Family  Practice  will  be  a rewarding  experience.  Not 
only  for  you,  but  for  Army  families,  too.  Talk  to  your  Army  Medical  Depart- 
ment Counselor  for  more  information. 

ARMY  MEDICINE 
MID-MEMPHIS  TOWER  BUILDING 
1407  UNION  AVENUE,  SUITE  702 
MEMPHIS,  TN  38104 
CALL  COLLECT:  (901)  725-5851 

ARMY  MEDICINE.  BE  AUYOU  CAN  BE. 


THE  FIRST  ORAL  THIRD  GENERATION 
CEPHALOSPORIN  FOR  OTITIS  MEDIA* 

Once-Daily  Dosing  Maintains  inhibitory  Drug 
Concentrations  Against  Important  Pathogens  in  Otitis  Media 

SUPRAX  Oral  Suspension  Provides  Outstanding  Clinical  and 
Bacteriologic  Success  in  Otitis  Media"^'® 

Excellent  Clinical  Success  in  Otitis  Mediat 

191  of  215  Patients  Effectively  Treated  qd  or  bid  With  10-Day  Course  of 
SUPRAX  Oral  Suspension* 


88% 

89% 

25% 

RESULTS  AT  END  OF  THERAPY; 

IMPROVED 

31% 

CURE  was  defined  as  complete  resolution  of 
symptoms. 

63% 

CURED 

58% 

IMPROVED  was  defined  as  significant 
improvement  but  without  complete  resolution 
at  the  end  of  therapy.  Relapsed  patients  are 
not  counted  as  improved. 

qd  (n  = 64) 


bid  (n=  151) 


The  Only  Cephalosporin  indicated  for  p-Lactamase  Producing 
Strains  of  Haemophilus  influenzae  and  Branhamella  catarrhalis 


The  Only  Once-a-Day  for  Otitis  Media 

Convenient  Dosing  and  Flexibility 

• 8 mg/kg  per  day  in  children  regardless  of  severity 
of  infection 

• Administered  once  or  twice  daily  with  or  without 
food 


* Due  to  susceptible  organisms.  Please  consult  Clinical  Studies  section 
of  brief  summary  for  limitations  on  usage. 

t Results  of  clinical  trials  in  infections  due  to  Haemophilus  influenzae, 
Branhamella  catarrhalis,  Streptococcus  pyogenes,  and  Streptococcus 
pneumoniae.  Please  consult  Clinical  Studies  section  of  brief  summary 
for  limitations  on  usage. 

t Tablets  should  not  be  substituted  for  suspension  in  otitis  media. 


NEW 

SUPRAX 

cef  ixi  me/Lederle 

Please  see  brief  summary  of 
Prescribing  Information  on  last  page. 
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SUPRAX*  ceflxIme/LedwIe 

BRIEF  SUMMARY,  Please  see  package  insert  for  full  Prescribing  Information 

INDKATIONS  ANO  USAGE 

Otitis  Media  caused  by  Haemophilus  inñuenzse  (beta-lactamase  positive  and  nega- 
' tive  strains).  Moraxella  IBranhamellal  catarrhalis,  (most  of  which  are  beta-lactamase 

i positive),  and  Streptococcus  pyogenes  ‘ 

, Note;  For  information  on  otitis  media  caused  by  Streptococcus  pneumoniae,  see 

' CUNKAL  STUDIES  section 

Acute  Bronchitis  and  Acute  exacerbations  of  Chronic  Bronchitis  caused  by  Streptococ- 
cus pneumoniae  and  Haemophilus  influenzae  (beta-lactamase  positive  and  negative 
strains) 

j Perform  culture  and  susceptibility  studies  to  determine  causative  organism  and  its  sus- 

ceptibility to  SUPRAX  Therapy  may  begin  while  waiting  for  study  results  and  may  be 
adjusted  when-results  are  known 
Pharyngitis  and  Tonsillitis  caused  by  Streptococcus  pyogenes 
Note;  Penicillin  is  the  usual  drug  of  choice  in  the  treatment  of  Streptococcus  pyogenes 
infections,  including  the  prophylaxis  of  rheumatic  fever  SUPRAX  is  generally  effective  in 
the  eradication  of  S pyogenes  from  the  nasopharynx;  however,  data  establishing  theeffi- 
I cacy  of  SUPRAX  in  the  subsequent  prevention  of  rheumatic  fever  are  not  available 

Uncomplicated  Urinary  Tract  Infections  caused  by  Escherichia  coli  and  Proteus 
mirabilis 

•Efficacy  for  this  organism  was  studied  in  fewer  than  ten  patients  with  otitis  media 

CLINKAL  STUDIES 

In  clinical  trials  of  otitis  media  in  nearly  400  children  between  the  ages  of  6 months  to 
10  years.  Streptococcus  pneumoniae  was  isolated  from  47%  of  the  patients.  Haemophi- 
lus inñuenzae  from  34%.  Moraxella  IBranhamellal  catarrhalis  from  IS%.  and  Streptococ- 
cus pyogenes  from  4% 

The  overall  response  rate  of  Streptococcus  pneumoniae  to  cefixime  was  approximately 
10%  lower  and  that  of  Haemophilus  inñuenzae  or  Moraxella  IBranhamellal  catarrhalis 
approximately  7%  higher  ( 12%  when  beta-lactamase  positive  strains  of  H inñuenzae  are 
S included)  than  the  response  rates  of  these  orgahisms  to  the  active  control  drugs 

i In  these  studies,  patients  were  randomized  and  treated  with  either  cefixime  at  dose 

regimens  of  4 mg/kg  bid  or  8 mg/kg  qd,  or  with  a standard  antibiotic  regimen  Sixty-nine 
to  70%  of  the  patients  in  each  group  had  resolution  of  signs  and  symptoms  of  otitis 
mei^ia  when  evaluated  two  to  four  weeks  posttreatment,  but  persistent  effusion  was 
found  in  15%  of  the  patients  When  evaluated  at  the  completion  of  therapy.  17%  of 
patients  receiving  cefixime  and  14%  of  patients  receiving  effective  comparative  drugs 
( 18%  including  those  patients  who  had  Haemophilus  influenzae  resistant  to  the  control 
drug  and  who  received  the  control  antibiotic)  were  considered  to  be  treatment  failures 
By  the  two-  to  four-week  follow-up.  a total  of  30%-3l%  of  patients  had  evidence  of 
either  treatment  failure  or  recurrent  disease 


Bacteriological  Outcome  of  Otitis  Media  at  Two-  to  Four-Weeks  Posttherapy 
Based  on  Repeat  Middle  Ear  Fluid  Culture  or  Extrapolation  from  Clinical  Outcome 

Cefiximei^i  Cefixime'^i  Controli^i 


Organism  4 mg/kg  bid  8 mg/kg  qd  drugs 


Streptococcus  pneumoniae 
Haemophilus  influenzae 

48/70  (69%) 

18/22  (82%) 

82/100(82%) 

beta-lactamase  negative 
Haemophilus  mñuenzae 

24/34  (71%) 

13/17(76%) 

23/34  (68%) 

beta-lactamase  positive 
Moraxella  IBranhamellal 

17/22  (77%) 

9/12(75%) 

I/|lt» 

catarrhalis 

26/31  (84%) 

5/5 

18/24  (75%) 

Streptococcus  pyogenes 

5/5 

3/3 

6/7 

All  Isolates 

120/162(74%) 

48/59(81%) 

130/166(78%) 

1^1  Number  eradicated/number  isolated 


ifi  An  additional  20  beta-lactamase  positive  strains  of  Haemophilus  influenzae  were  iso- 
lated. but  were  excluded  from  this  analysis  because  they  were  resistant  to  the  control 
antibiotic  In  nineteen  of  these  the  clinical  course  could  be  assessed,  and  a favorable 
outcome  occurred  in  10  When  these  cases  are  included  in  the  overall  bacteriological 
evaluation  of  therapy  with  the  control  drugs.  )40/ 185  (76%)  of  pathogens  were  consid- 
ered to  be  eradicated 

Tablets  should  not  be  substituted  for  suspension  when  treating  otitis  media 

CONTRAINDICATIONS 

Known  allergy  to  cephalosporins 

UMRNINGS 

BEFORE  THERAPY  WITH  SUPRAX  IS  INSTITUTED,  CAREFUL  INQUIRY  SHOULD 
BE  MADE  TO  DETERMINE  WHETHER  THE  RATIENT  HAS  HAD  PREVIOUS  HYPER- 
SENSITIVITY REACTIONS  TO  CEPHALOSPORINS,  PENICILLINS,  OR  OTHER  DRUGS. 
IF  THIS  PRODUCT  IS  TO  BE  GIVEN  TO  PENICILLIN-SENSITIVE  PATIENTS,  CAUTION 
SHOULD  BE  EXERCISED  BECAUSE  CROSS-HYPERSENSITIVITY  AMONG  BETA- 
LACTAM  ANTIBIOTICS  HAS  BEEN  CLEARLY  DOCUMENTED  AND  MAY  CiCCUR  IN 
UP  TO  10%  OF  PATIENTS  WITH  A HISTORY  OF  PENICILLIN  ALLERGY.  IF  AN  ALLER- 
GIC REACTION  TO  SUPRAX  OCCURS,  DISCONTINUE  THE  DRUG.  SERIOUS,  ACUTE 
HYPERSENSITIVITY  REACTIONS  MAY  REQUIRE  TREATMENT  WITH  EPINEPHRINE 
AND  OTHER  EMERGENCY  MEASURES,  INCLUDING  OXYGEN,  INTRAVENOUS 
FLUIDS,  INTRAVENOUS  ANTIHISTAMINES,  CORTICOSTEROIDS,  PRESSOR  AMINES, 
AND  AIRWAY  MANAGEMENT,  AS  CLINICALLY  INDICATED. 

Administer  cautiously  to  allergic  patients 

Treatment  with  broad-spectrum  antibiotics  alters  the  normal  flora  of  the  colon  and 
may  permit  overgrowth  of  Clostridia  Studies  indicate  that  a toxin  produced  by  Clostri- 
dium difficile  IS  a primary  cause  of  severe  antibiotic-associated  diarrhea  including  pseu- 
domembranous colitis  Pseudomembranous  colitis  has  been  reported  with  the  use  of 
SUPRAX  and  other  broad-spectrum  antibiotics  (including  macrolides.  semisynthetic  peni- 
cillins. and  cephalosporins)  It  is  important  to  consider  this  diagnosis  in  patients  who 
develop  diarrhea  in  association  with  antibiotic  use  Symptoms  of  pseudomembranous 
colitis  may  occur  during  or  after  antitjiotic  treatment  and  may  range  in  severity  from  mild 
to  life  threatening  Mild  cases  usually  respond  to  drug  discontinuation  alone  Moderate- 
to-severe  cases  should  be  managed  with  fluid,  electrolyte,  and  protein  supplementation 
When  the  colitis  is  not  relieved  by  drug  discontinuance,  or  when  it  is  severe,  oral  vanco- 
mycin IS  the  drug  of  choice  for  antibiotic-associated  pseudomembranous  colitis  pro- 
duced by  C difficile  Other  causes  of  colitis  should  be  excluded 
PRECAUTIONS 

General:  Prolonged  use  may  result  in  overgrowth  of  nonsusceptible  organisms  If  super- 
infection  occurs,  take  appropriate  measC/res 
Carefully  monitor  patients  on  dialysis  Adjust  dosage  of  SUPRAX  in  patients  with  renal 
impairment  and  those  undergoing  continuous  ambulatory  peritoneal  dialysis  and 
hemodialysis  (See  DOSAGE  AND  ADMINISTRATION  ) 

Prescribe  cautiously  in  patients  with  a history  of  gastrointestinal  disease,  particularly 
colitis 

Drug  Interactions;  No  significant  drug  interactions  have  been  reported  to  date 


Drug/Laboratory  Test  Interactloru:  A false-positive  reaction  for  ketones  in  the  urine 
may  occur  with  tests  usihg  nitroprusside  but  not  with  those  using  nitroferricyanide 
SUPRAX  cefixime  administration  may  result  in  a false-posipve  reaction  for  glucose  in 
the  urine  using  Clinitest***,  Benedict's  solution,  or  Fehling's  solution.  Use  glucose  tests 
based  on  enzymatic  glucose  oxidase  reactions  (such  as  Clinistix***  or  Tes-fape***).‘ 

A false-positive  direct  Coombs  test  has  been  reported  during  treatment  with  other 
cephalosporin  antibiotics,  therefore,  it  should  be  recognized  that  a positive  Coombs  test 
may  be  due  to  the  drug 

Carcinogenesis,  Mutagenesis,  Impairment  of  Fertility:  Although  no  lifetime  animal 
studies  have  been  conducted  to  evaluate  carcinogenic  potential,  no  mutagenic  potential 
of  SUPRAX  was  found  in  standard  laboratory  tests  Reproductive  studies  revealed  no  fer- 
tility impairment  in  rats  at  doses  up  to  125  times  the  adult  therapeutic  dose 
Usage  In  PregnarKy:  Pregnancy  Category  B Reproduction  studies  have  been  per- 
formed in  mice  and  rats  at  doses  up  to  400  times  the  human  dose  and  have  revealed  no 
evidence  of  harm  to  the  fetus  due  to  SUPRAX 
There  are  no  adequate  and  well-controlled  studies  in  pregnant  women  Because  ani- 
mal reproduction  studies  are  not  always  predictive  of  human  response,  this  drug  should 
be  used  during  pregnancy  only  if  clearly  needed 

Labor  and  Delivery:  SUPRAX  has  not  been  studied  for  use  during  labor  and  delivery 
Treatment  should  only  be  given  if  clearly  needed 

Nursing  Mothers:  It  is  not  known  whether  SUPRAX  is  excreted  in  human  milk  Consider 
discontinuing  nursing  temporarily  during  treatment  with  this  drug 
Pedlatrk  Use:  Safety  and  effectiveness  of  SUPRAX  in  children  aged  less  than  6 months 
have  not  been  established 

The  incidence  of  gastrointestinal  adverse  reactions,  including  diarrhea  and  loose 
stools,  in  pediatric  patients  receiving  the  suspension,  was  comparable  to  adult  patients 
receiving  tablets 

ADVERSE  REACTIONS 

Most  adverse  reactions  observed  in  clinical  trials  were  of  a mild  and  transient  nature 
Five  percent  (5%)  of  patients  in  the  US  trials  discontinued  therapy  because  of  drug- 
related  adverse  reactions  Commonly  seen  adverse  reactions  in  US  trials  of  the  tablet  for- 
mulation were  gastrointestinal  events,  which  were  reported  in  30%  of  adult  patients  on 
either  the  bid  or  the  qd  regimen  Clinically  mild  gastrointestinal  side  effects  occurred  in 
20%  of  all  patients,  moderate  events  occurred  in  9%  of  all  patients,  and  severe  adverse 
reactions  occurred  in  2%  of  all  patients  Individual  event  rates  included  diarrhea  16%, 
loose  or  frequent  stools  6%.  abdominal  pain  3%,  nausea  7%.  dyspepsia  3%,  and  flatu- 
lence 4%  The  incidence  of  gastrointestinal  adverse  reactions,  including  diarrhea  and 
loose  stools,  in  pediatric  patients  receiving  the  suspension  was  comparable  to  adult 
patients  receiving  tablets 

Symptoms  usually  responded  to  symptomatic  therapy  or  ceased  when  SUPRAX  was 
discontinued 

Several  patients  developed  severe  diarrhea  and/or  documented  pseudomembranous 
colitis,  and  a few  required  hospitalization 
The  following  adverse  reactions  have  been  reported  following  the  use  of  SUPRAX 
Incidence  rates  were  less  than  I in  50  (less  than  2%),  except  as  noted  above  for  gastroin- 
testional  events. 

Gastrointestinal:  Diarrhea,  loose  stools,  abdominal  pain,  dyspepsia,  nausea,  and  vom- 
iting Several  cases  of  documented  pseudomembranous  colitis  were  identified  during 
the  studies  The  onset  of  pseudomembranous  colitis  symptoms  may  occur  during  or 
after  therapy 

HypenensItMty  Reactions:  Skin  rashes,  urticaria,  drug  fever,  and  pruritus 
Hepatk:  Transient  elevations  in  SGPT  SGOT  and  alkaline  phosphatase 
Renal:  Transient  elevations  in  BUN  or  creatinine 
Central  Nervous  System;  Headaches  or  dizziness 

Hemk  and  Lymphatic  Systems:  Transient  thrombocytopenia,  leukopenia,  and  eosino- 
philia.  Prolongation  in  prothrombin  time  was  seen  rarely. 

Other:  Genital  pruritus,  vaginitis,  candidiasis. 

The  following  adverse  reactions  and  altered  laboratory  tests  have  been  reported  for 
cephalosporin-class  antibiotics 

Adverse  Reactions  Allergic  reactions  including  anaphylaxis.  Stevens-Johnson  syn- 
drome. erythema  multiforme,  toxic  epidermal  necrolysis,  superinfection,  renal  dysfunc- 
tion. toxic  nephropathy,  hepatic  dysfunction,  including  cholestasis,  aplastic  anemia, 
hemolytic  anemia,  hemorrhage 

Several  cephalosporins  have  been  implicated  in  triggering  seizures,  particularly  in 
patients  with  renal  impairment  when  the  dosage  was  not  reduced  (see  DOSAGE  AND 
ADMINISTRATION  and  OVERDOSAGE)  If  seizures  associated  with  drug  therapy  occur, 
discontinue  drug  Administer  anticonvulsant  therapy  if  clinically  indicated 
Abnormal  Laboratory  Tests  Positive  direct  Coombs  test,  elevated  bilirubin,  elevated 
LDH.  pancytopenia,  neutropenia,  agranulocytosis 
OVERDOSAGE 

Gastric  lavage  may  be  indicated,  otherwise,  no  specific  antidote  exists.  Cefixime  is  not 
removed  in  significant  quantities  from  the  circulation  by  hemodialysis  or  peritoneal 
dialysis  Adverse  reactions  in  small  numbers  of  healthy  adult  volunteers  receiving  single 
doses  up  to  2 g of  SUPRAX  did  not  differ  from  the  profile  seen  in  patients  treated  at  the 
recommended  doses 

•‘Clinitest®  and  Clinistix*  are  registered  trademarks  of  Ames  Division.  Miles 

Laboratories.  Inc  Tes  -Tape*  is  a registered  trademark  of  Eli  Lilly  and  Company 
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CLINICAL  STUDIES 


Gastric  Campylobacter-Like  Organisms  and 
Active  Antral  Gastritis  in  Puerto  Rico 

Doris  H.  Toro,  MD* 
Evelio  F.  Bravo-Fernández,  MD* 
Manuel  A.  Marcial,  MD** 
Carmen  González,  MD*** 


Summary:  We  attempted  to  verify  if  the  reported 

association  of  gastric  Campylobacter  like  organisms 
(GCLO)  with  active  antral  gastritis  holds  true  in  our 
population. 

All  patients  undergoing  elective  upper  endoscopy  were 
elegible  for  tbe  study  unless  they  had  a history  of  gastric 
cancer  or  previous  antrectomy.  Biopsy  specimens  from  100 
consecutive  patients  were  examined  blindly  for  the  presence 
of  inflammatory  activity  and/or  intestinal  metaplasia.  The 
presence  of  GCLO  was  determined  by  the  acridine  orange 
fluorescence  technique. 

A total  of  131  antral  biopsies  examined  were  classified  as 
either  normal,  active  gastritis,  chronic  gastritis  with 
activity  and  chronic  gastritis  without  activity.  GCLO  were 
identified  in  84%  of  the  biopsies  with  inflammatory  activity 
(active  gastritis  and  chronic  gastritis  with  activity). 
However,  GCLO  were  found  only  in  11%  of  those  biopsies 
with  chronic  gastritis  without  activity. 

It  is  therefore  our  conclusion  that  the  previously  reported 
association  of  GCLO  with  active  gastritis  holds  true  for  our 
population. 

In  1983,  Marshall  & Warren'  first  recognized  the 
association  of  spiral  shaped  organisms  with  the  pre- 
sence of  active  antral  gastritis.  Later  a gastric  Campylo- 
bacter like  organism  (GCLO)  was  isolated  and  named 
Campylobacter  pylori. 

This  is  a small  gram  negative  bacteria  which  inhabits 
the  mucus  gel  layer  of  the  gastric  pit.  It  can  be  identified 
on  H and  E stained  biopsies  but  it  is  more  easily  seen  with 
special  techniques,  such  as  acridine  orange  fluorescence 
and  Warthin  Starry  silver  stains.  The  organicm  niay  be 
cultured  on  appropriate  culture  media  and  rapid  diag- 
nostic tests  have  been  developed  based  on  its  ability  to 
produce  urea. 
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Two  hypothesis  have  been  proposed  to  account  for  the 
association  of  this  organism  with  antral  gastritis.^"*  First, 
that  the  organism  is  the  etiologic  agent  for  type  B gastritis 
and  second,  that  the  organism  colonization  of  the  antrum 
is  favored  by  gastric  inflammation. 

Evidence  in  favor  of  C.  pylori  as  an  etiologic  agent 
includes  two  reports  in  which  Koch’s  postulates  were 
fulfilled.^’  ® In  these  studies  self  inoculation  with 
C.  pylori  led  to  active  gastritis. 

In  view  of  the  worldwide  association  of  this  organism 
with  active  gastritis  it  was  our  purpose  to  determine  the 
prevalence  of  gastric  campylobacter-like  organisms 
(GCLO)  in  atral  biopsy  specimens  from  Puerto  Rican 
male  veterans  undergoing  elective  upper  endoscopy.  We 
also  wanted  to  identify  the  association  between  the 
presence  of  these  organisms  and  the  histologic  diagnosis 
of  gastritis. 

Materials  and  Methods 

One  hundred  consecutive  patients  undergoing  elective 
upper  endoscopy  at  the  San  Juan  Veterans  Administra- 
tion Hospital  from  November  1987  to  April  1988  were 
enrolled  in  our  study.  Patients  with  gastric  cancer, 
evidence  of  antrectomy,  abnormal  coagulation  profile  or 
thrombocytopenia  were  excluded. 

The  study  was  approved  by  the  Human  Studies 
Subcommittee  of  the  Veterans  Administration  .Informed 
consents  were  obtained  from  all  patients.  A detailed 
history  of  symptomatology,  currently  used  medications, 
smoking  habits  and  alcohol  use  was  recorded. 

The  endoscopic  procedures  weie  done  to  investigate 
upper  gastrointestinal  symptoms,  as  part  of  a work-up  of 
ferropenic  anemia  or  for  follow  up  of  gastric  ulcers. 

Antral  biopsy  specimens  were  obtained  in  all  patients 
from  endoscopically  normal  antrum  and  from  areas 
suggestive  of  antritis. 

The  biopsies  were  stained  with  hematoxylin  and  eosin 
and  with  acridine  orange  fluorescence  stain*;  All  were 
examined  in  a blind  fashion  by  two  different  pathologists. 

On  H and  E stained  specimens,  the  degree  of  inflam- 
matory activity  (epithelial  invasion  by  neutrophils)  and 
the  presence  of  glandular  atrophy  and/or  intestinal 
metaplasia  (Goblet  and/or  Paneth  cells)  was  documented. 
Based  on  these  criterias,  the  cases  were  subdivided 
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histologically  into  those  with  normal  antral  mucosa, 
active  antral  gastritis,  Fig.  ( 1),  and  chronic  antral  gastritis 
with  or  without  activity  (Fig.  2 y 3). 

The  Chi-square  statistical  analysis  was  used  to  evaluate 
the  significance  of  the  compared  groups  using  a confi- 
dence level  of  95%  (p.  <.05). 


Figure  1 . Active  antral  gastritis.  The  inflammatory  activity  in  this  biopsy 
was  graded  as  severe  (3+).  Campylobacter  like  organisms  were  seen  in 
89%  of  the  biopsies  with  this  histology. 


Figure  2.  (A)  Chronic  antral  gastritis  with  activity.  Note  the 
polymorphonuclear  leukocytes  invading  the  gastric  epithelium  (B)  High 
power  magnifications  showing  a gastric  pit  with  cryptitis. 
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Figure  3.  Chronic  antral  gastritis  with  no  activity.  Note  the  numerous 
goblet  cells  (intestinal  metaplasia).  No  Campylobacter  like  organisms  are 
noted  in  the  lumina  of  the  gastric  pits. 


Results 

From  November  1987  to  April  1988,  one  hundred 
patients  were  enrolled  in  our  study.  All  were  men  with  a 
mean  age  of  60  years.  Only  11%  of  the  patients  were 
asymptomatic  at  the  time  of  their  enrollment. 

A history  of  Hj  Blockers  use  was  obtained  in  sixtyfour 
(64)  percent  of  the  patients,  and  of  non  steroidal  anti- 
inflammatory drugs  (NSAID)  use  in  35%.  Thirty  one 
percent  of  the  patients  were  smokers  and  21%  were 
alcohol  abusers  (more  than  80  gm  of  alcohol  per  day). 

Endoscopic  diagnoses  were  varied.  Eleven  percent  had 
a normal  upper  endoscopy;  83%  had  endoscopic 
gastritis,  gastric  ulcer  orduodenal  ulcers.  Other  diagnosis 
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included  were:  esophagitis  (3%),  duodenitis  (2%),  and 
angiodysplasia  (1%). 

Of  the  131  biopsies  taken  in  the  100  patients,  twenty 
one  ( 1 6%)  were  histologically  normal.  Of  these,  57%  ( 1 2 
of  21)  were  positive  for  GCLO.  (See  Table  I)  One 
hundred  and  one  biopsies  (77%)  showed  evidence  of 
either  active  gastritis  or  chronic  gastritis  with  activity. 
Eighty  four  percent  of  these  (85  of  101)  had  evidence  of 
GCLO  on  H & E and/or  acridine  orange  fluorescence 
stains  (Fig.  4).  These  results  were  significantly  and  diffe- 
rent from  those  reported  above  for  histologically  normal 
biopsies;  having  a P value  of  .0126. 

Among  the  biopsies  showing  chronic  gastritis  without 
activity,  90%  (9  of  10)  were  negative  for  Campylobacter 
like  organisms,  this  being  significantly  different  (P=.05) 
from  that  found  in  biopsies  with  active  gastritis. 

Fifteen  patients  had  an  endoscopic  diagnosis  of 
duodenal  ulcer,  80%  (12  of  15)  of  them  had  histologic 
evidence  of  antral  inflammatory  activity  (active  gastritis 
or  chronic  gastritis  with  activity).  Ninety  two  percent  (1 1 
of  12)  of  these  showed  presence  of  GLCO  in  their  antrum 
(See  table  2). 


Table  1 


Association  Between  Antral  Gastritis  and  the  Presence 
of  Campylobacter-Like  Organisms 


Histologic  Diagnosis 

Campylobacter  (+) 

Campylobacter  (-) 

Normal  antrum 

12  (57%)  9 (43%) 

Active  gastritis 

67  (88%)* 

9 (12%) 

Chronic  gastritis 

18  (72%) 

7 (28%) 

with  activity 

Chronic  gastritis 

I (10%) 

9 (90%)** 

* P = .005 

**P  = .053 


Table  II 


Association  Betweeen  GCLO  and  Antral  Active  Gastric  in 
Patients  with  Duodenal  Ulcer 


Histologic  Diagnosis 

+GCLO 

-GCLO 

Active  gastritis  with  or 

1 1 ( 92%) 

1 (8% 

without  chronic  gastritis 

No  inflammatory  activity 

3 (100%) 

0 ( %) 

in  antral  biopsy 

Table  III 


Association  Between  GCLO  and  Antral  Active  Gastritis  in 
Patients  with  Gastric  Ulcer 


Histologic  Diagnosis 

+GCLO 

-GCLO 

Active  gastritis  with  or 

19  ( 86%) 

3 (14%) 

without  chronic  gastric 

No  inflammatory  activity 

2 (100%) 

0 ( %) 

in  antral  biopsy 
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Twenty  four  patients  had  a diagnosis  of  gastric  ulcer, 
92%  (22  of  24)  of  them  showed  histologic  evidence  of 
active  gastritis  with  or  without  chronic  gastritis  (See 
Table  3).  Of  these,  86%  had  Campylobacter  like 
organisms  in  their  antrum. 


Figure  4.  Gastric  Campylobacter  like  organisms  on  H and  E stained 
biopsies.  (A)  organisms  are  seen  associated  with  an  area  of  gastritis. 
(B)  Seagull  shaped  (arrowhead)  and  corkscrew  shaped  (arrow)  organism 
are  noted  in  the  lumen  of  this  gastric  pit.  Note  gastric  foveolar  cells. 


Discussion 

A bacterial  infectious  a^ent  was  neglected  as  an  etio- 
logic  factor  in  inflammatory  gastroduodenal  diseases 
until  1983  when  Warren  and  Marshall'’  reported  the 
association  of  an  unidentified  curved  gram  negative 
bacilli  with  the  presence  of  antral  gastritis. 
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Spiral  organisms  were  first  visualized  incidentally  in 
the  stomach  of  dogs  in  1893  by  Bizzorero.  In  1906similar 
organisms  were  identified  in  ulcerative  carcinoma. 
Scattered  reports  thereafter  demonstrated  the  presence  of 
spiral  organisms,  but  no  associations  were  made  with 
gastric  diseases. 

After  the  description  of  these  spiral  shaped  organisms 
in  1983  these  bacteria  were  cultured  using  Campylo- 
bacter isolation  techniques.  Initially  the  organisms  were 
named  Campylobacter  pyloridis,  but  in  1985  the  nomen- 
clature was  modified  to  C.  pylori.  This  organism  posseses 
characteristics  of  Campylobacter,  Vibrio  and  Spirilum 
species. 

Campylobacter  pylori  rests  in  and  beneath  the  surface 
mucus  layer  of  the  antrum  and  is  consistently  associated 
with  the  intercellular  junctions  of  gastric  epithelial  cells. 

In  the  initials  reports  of  Warren  and  Marshall  an 
association  was  described  between  the  presence  of  this 
organims  and  the  histologic  evidence  of  gastritis.  This 
observation  has  been  confirmed  by  many  other  investi- 
gators.^’ '' 

Significant  antibody  titers  have  been  detected  in 
patients  with  chronic  gastritis.  Secretory  Ig  A directed 
against  C.  pylori  has  been  shown  in  the  gastric  juice  of 
some  patients.^ 

The  prevalence  of  Campylobacter  pylori  in  young 
normal  adults  is  around  25%  but  serologic  studies  have 
shown  an  age  related  increase  in  the  prevalence  of 
antibodies  to  C.  pylori  up  to  50%  of  patients  over 
age  50.’ 

C.  pylori  has  been  consistently  isolated  from  antral 
biopsy  specimens  in  patients  with  non  ulcer  dyspepsia 
and  especially  in  those  with  chronic  active  gastritis  with 
or  without  gastric  or  duodenal  ulcer. 

Our  study  determined  the  gastric  Campylobacter  like 
organisms  are  present  in  our  population  and  that  the  well 
known  association  with  active  antral  gastritis  is 
sustained. 

It  also  supports  the  known  association  of  both  gastric 
and  duodenal  ulcers  with  antral  gastritis  and  Campylo- 
bacter infection.  However  the  small  number  of  patients 
precluded  a statistically  signficant  analysis  of  this 
association. 


Resumen:  Nosotros  intentamos  verificar  si  la  asocia- 

ción que  se  ha  reportado  entre  el  Campylobacter  y la 
gastritis  activa  antral  es  correcta  en  nuestra  población. 

Todos  los  pacientes  sometidos  a endoscopia  electiva  del 
tracto  gastrointestinal  superior  que  no  tuvieran  historial  de 
cáncer  gástrico  o de  antrectomia  previa  eran  elegibles  para 
el  estudio.  Se  examinaron  en  forma  ciega  especímenes  de 
biopsia  de  100  pacientes  consecutivos  para  la  presencia  de 
actividad  inflamatoria  y/o  metaplasia  intestinal.  La  pre- 
sencia de  organismos  similares  a Campylobacter  fue 
determinada  por  la  técnica  de  fluorescencia  por  naranja 
acridina. 

Un  total  de  131  biopsias  obtenidas  fueron  clasificadas  en 
los  siguientes  grupos:  normales,  gastritis  activa,  gastritis 
crónica  con  actividad  y gastritis  crónica  sin  actividad.  Los 
organismos  parecidos  a Campylobacter  fueron  detectados 
en  84%  de  las  biopsias  con  actividad  inflamatoria  (gastritis 
activa).  Por  lo  tanto  se  concluye  que  la  asociación  reportada 
entre  este  organismo  y la  gastritis  activa  es  correcta  en 
nuestra  población. 
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Abstract:  A hematology  and  parasitological  survey 

was  conducted  in  Bayaney,  Hatillo,  a rural  community 
located  in  north-central  Puerto  Rico.  A surprising  Ending 
was  the  comparatively  high  proportion  of  eosinophilia 
observed  (43  of  83  individuals:  52%),  Of  these  same  83 
individuals  16  were  found  positive  for  intestinal  helminth 
eggs  using  the  modified  Ritchie  formol-ether  concentration 
method,  which  uses  1 gram  of  feces.  When  eosinophilia  was 
in  the  5 to  10%  range,  35%  were  also  found  to  be  infected 
with  one  helminth  parasite.  When  eosinophilia  was  in  the 
10  + % range,  75%  of  the  individuals  were  also  found  to  be 
infected  with  one  helminth  parasite.  The  helminth  eggs  or 
larvae  found  were:  hookworm  (n=8),  Strongyloides 
stercoralis  (2),  Trichuris  trichiura  (5),  and  one  individual 
with  a combined  infection  of  hookworm  and  Trichuris. 
Fifteen  of  the  16  (94%)  individuals  with  intestinal  helminth 
infections  had  eosinophilia  ranging  from  5 to  40%.  Of  a 
subgroup  of  5th  grade  school  children,  11  of  35  (31%)  had 
eosinophilia  ranging  from  5 to  17%,  but  only  two  of  these 
also  had  helminth  eggs  (Trichuris).  No  intestinal  protozoan 
parasites  were  found.  Although  all  infected  individuals  were 
apparently  asymptomatic,  they  were  informed  of  the  results 
of  the  survey  and  contacted  for  additional  medical 
examination  and  treatment,  where  applicable.  An  ELISA 
for  anti-A'.  mansoni  egg  antibodies  using  a cationic  antigen 
fraction  denoted  CEF-6  was  done  with  the  serum  of  44 
individuals  of  which  20  were  a high  risk  group  because  of 
frequent  water  contact.  Only  one  (2%)  was  found  positive 
by  serology  and  this  one  was  negative  for  S.  mansoni  eggs 
by  coprology.  Additional  studies  are  warranted  to  elucidate 
the  etiology  of  eosinophilia  in  the  absence  of  helminth 
infection. 

Studies  in  Puerto  Rico  on  the  prevalence  of  intesti- 
nal parasitic  infections  since  1945  have  been  docu- 
mented by  several  investigators. ’ Comparisons 
between  these  reports  are  difficult  because  these  studies 
all  differed  either  on  the  population  sample  studied,  the 
region  of  thdsland  investigated,  and/or  on  the  parasito- 
logic test  used.  In  the  1945  Weller  and  Dammin  study' 
overall  prevalence  was  high  and  as  follows  (in  descending 
order):  T.  trichiura  (76%),  Hookworm  (56%);  S.  stercoralis 
(10.6%),  Schistosoma  mansoni  (10%),  and  Ascaris  {!%). 
Maldonado  and  Oliver-González^’  ^ compared  six 
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selected  areas  in  two  surveys  in  1955  and  1960  finding  an 
overall  decline  in  parasite  prevalence  in  1960.  However, 
the  parasitologic  tests  differed  in  the  two  studies 
(sensitive  formol  ether  concentration  in  the  first  and 
comparable  to  the  Weller  and  Dammin  study;'  insensi- 
tive direct  smears  in  the  second).  In  another  study 
Greenberg  and  Ferguson''  in  1966  determined  the  preva- 
lence of  intestinal  helminth  infections  in  6 year  old 
children  in  18  municipalities  of  Puerto  Rico.  In  this  study, 
a fecal  samples  from  a group  of  6,086  children  were 
examined  by  the  modified  Ritchie  formol-ether  concen- 
tration technique.^  The  prevalence  of  parasitic  infections 
found  was  74.4%  for  Trichuris  trichiura,  13.4%  for 
Ascaris  lumbricoides  and  12.1%  for  hookworm.  A study 
by  Knight  et  al.,^  in  1973  in  a rural  community  in  the 
eastern  Puerto  Rico  showed  that  the  prevalence  of 
parasitic  infections  was  56%  for  Trichuris  trichiura,  11% 
for  Hookworm,  and  less  than  2%  ior  Ascaris  lumbricoides, 
Strongyloides  stercoralis  and  Balantidium  coli.  The 
highest  prevalence  of  Trichuris  trichiura  and  hookworm 
was  observed  in  persons  living  in  wooden  houses  with 
latrine  facilities. 

In  the  western  part  of  the  Island,  Wellerand  Dammin' 
in  1945  reported  a high  prevalence  of  infection  with 
Schistosoma  mansoni  in  the  towns  of  Añasco  and 
Mayagüez.  Almost  40  years  later  a study  was  conducted 
by  Rivera  Marrero’  in  seven  towns  of  southwest  Puerto 
Rico  among  school  children  with  ages  between  8 to  15 
years.  This  study  found  the  highest  prevalence  with 
Trichuris  trichiura  infection  (12.9%),  followed  by  Ascaris 
lumbricoides  (3.0%),  hookworm  (0.3%),  and  Strongyloides 
stercoralis  (0.1%).  The  test  used  here  was  the  Kato  thick 
smear  described  by  Martin  and  Beaver*  which  examines 
approximately  50  mg  of  feces  and  is  excellent  for  the 
detection  of  intestinal  helminths  except  hookworm;  thus 
the  hookworm  prevalence  reported  therein  should  be 
considered  at  the  low  end.  No  other  parasitologic  survey 
has  been  carried  out  recently  in  Puerto  Rico. 

The  present  study  conducted  in  Bayaney,  Hatillo,  a 
rural  community  located  in  north-central  Puerto  Rico, 
provides  estimates  of  the  prevalence  and  intensity  of 
intestinal  parasitic  infections  and  its  correlation  with 
eosinophilia  in  this  area. 

Materials  and  Methods 

The  study  population  consisted  of  83  individuals  (35 
males  and  48  females)  living  in  Bayaney,  Hatillo,  a rural 
community  located  in  north-central  Puerto  Rico  (Figure  1). 
Of  these  83  individuals  35  were  fifth-grade  schoolchildren 
all  but  one  of  which  were  10-12  years  old.  The  sex  and  age 
distribution  of  this  population  is  summarized  in  Table  1. 
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Figure  1.  Map  demonstrating  site  of  study  population  located  in 
Bayaney,  Hatillo,  Puerto  Rico. 


Table  I 


Sex  and  Age  Distribution  of  83  Individuals  Examined  for 
Eosinophilia  and  Intestinal  Parasities 

Age 

Male 

Female 

Total 

(Years 

5-12 

14 

22 

36 

13-19 

5 

3 

8 

20-29 

5 

5 

10 

30-39 

3 

10 

13 

40-49 

3 

1 

4 

over  49 

5 

7 

12 

Total 

35 

48 

83 

Blood  samples  were  collected  by  venipuncture  using 
plain  vacutainer  tubes  for  the  collection  of  serum  (stored 
at  -80°C  until  used)  and  EDTA-containing  tubes  for  a 
total  white  blood  cell  count.  Blood  samples  were  diluted 
1:500  using  20  ul  of  blood  in  10  ml  isotonic  diluent  + 3 _ 
drops  of  lysing  solution  and  counted  in  triplicate  in  a 
Coulter  counter.  Total  leukocyte  counts  were  tabulated 
as  cells/mm^  (Note:  5,000  mm^  = 5.0  X 10’ /liter). 
Normal  values  are  considered  to  be  in  the  5,000-10,000  ' 
mm^  range.  A blood  smear  was  also  obtained  from  each 
individual  and  fixed  and  stained  with  Wright’s.  A total  of 
100  white  blood  cells  were  examined  for  the  differential 
leukocyte  count  (percentage  distribution  of  the  different 
types  of  leukocytes). 

For  the  parasitologic  studies,  stools  were  collected  and 
one  gram  each  mixed  with  7 ml  of  10%  formalin  to  pre- 
serve the  specimens.  The  fecal  samples  were  processed 
using  a modification  of  the  Ritchie  formol-ether  concen- 
tration technique  as  described  by  Knight,  et  al} 

Antibodies  to  S.  mansoni  soluble  egg  antigens  (SEA) 
were  evaluated  using  serum  in  an  ELISA  with  a cationic 
fraction  of  SEA  denoted  CEF-6.  It  was  obtained  by 
adsoption  to  a cation-exchange  column  containing  CM- 
Sepharose-CL4B  in  0.01  M PBS,  pH  7.2  and  elution  with 
IM  NaCl  in  PBS  as  described  in  Dunne  et  al.’  The  ELISA 


was  performed,  as  described  by  McLaren  et  al,'°  and 
Dunne,  et  al.  ‘ ' The  sera  tested  were  from  44  individuals  of 
all  ages  of  which  20  were  a high  risk  group  because  of 
known  frequent  water  contact  in  the  region.  These  sera 
were  used  to  standardize  “normal”  values  in  the  CEF-6 
ELISA  for  human  S.  mansoni  in  Puerto  Rico  reported  by 
our  laboratory  in  a separate  study  (Dunne,  et  a/.).“ 
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Figure  2,  Antibody  absorbance  profiles  in  ELISA  to  a Schistosoma 
mansoni  cationic  egg  fraction  (CEF-6)  antigen  complex  of  the  serum 
from  44  individuals  negative  for  S.  mansoni  eggs  by  a single  stool 
examination.  Ref  pos  = Puerto  Rican  with  confirmed  S.  mansoni 
infection:  Ref  neg  = Puerto  Rican  neg  control.  Details  of  this  test  are 
provided  in  ref.  11. 


Results 

Sixteen  of  the  83  individuals  (19.3%)  studied  had  one 
intestinal  helminth  parasite.  However,  intensity  of 
infection  as  evidenced  by  numbers  of  eggs  per  gram  or 
larvae  per  gram  was  uniformly  low.  The  most  common 
intestinal  helminth  found  was  hookworm  (n=9;  10.8%) 
followed  by  T.  trichiura  (n=6;  7.2%)  and  S.  stercoralis 
(n=2;  2.4%).  The  number  of  individuals  harboring  one 
intestinal  parasite  was  the  same  foi;  each  sex  (8  each). 
Only  two  of  the  35  fifth  grade  schoolchildren  (2  males; 
5.7%)  had  intestinal  parasites  (T.  mfA/wra)  and  these  also 
had  eosinophilia  of  10  & 17%. 

The  serology  for  antibodies  to  5".  mansoni  egg  antigens 
using  CEF-6  essentially  confirmed  the  parasitologic 
findings  since  43  of  44  (98%)  individuals  tested  were  also 
negative  in  the  ELISA.  No  intestinal  protozoan  parasites 
were  found. 

A normal  total  white  blood  cell  count  (5,000- 
10,000  mm^)  range  was  found  in  69  of  the  83  individuals 
examined.  The  other  14  had  only  slightly  higher  white 
blood  cell  counts  ranging  from  10,009  to  14,615. 

The  lymphocyte,  neutrophil,  monocyte,  and  basophil 
percents  in  the  differential  counts  were  essentially 
unremarkable  except  for  six  individuals.  Three  were  in 
the  higher  WBC  count  ranges  (11,209,  12,369,  and 
14,615);  two  of  these  had  low  % neutrophils  (and  high  % 
and  absolute  value  of  eosinophils  and  the  presence  of 
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intestinal  helminths);  the  third  had  low  % lymphocytes, 
and  high  % and  absolute  value  of  eosinophils  but  no 
intestinal  parasites  detected.  A fourth  individual  was 
within  the  normal  WBC  range  (6,858),  had  low 
neutrophils  % and  high  % as  well  as  absolute  values  of 
eosinophils  as  well  as  the  presence  of  intestinal  helminths. 
The  fifth  and  sixth  individuals  were  from  the  fifth  grade 
subgroup  and  had  WBC  counts  below  the  normal  range 
(4,437  & 3,259),  high  lymphocytes  % (80  & 84),  very  low 


Table  2 

Summary  by  Sex  and  Age  of  the  Individuals  Found  to  Harbor 
Intestinal  Helminth  Parasites 


Age 

Sex 

Eosinophils 

Tt* 

Hw* 

(Years) 

% 

epg 

epg 

5-12 

M 

17 

665 

M 

10 

30 

F 

5 

20 

F 

II 

126 

13-19 

M 

9 

18 

20-29 

M 

40 

30 

259 

M 

33 

282 

M 

28 

166 

F 

16 

F 

1 

9 

30-39 

F 

1 1 

58 

F 

5 

52 

Over  49 

M 

32 

55 

M 

16 

64 

F 

16 

36 

F 

12 

4 

♦Tt  = Trichuris  trichiura;  Hw  = Hookworm;  Ss  = Strongyloides 
stercoralis;  epg  per  gram  feces;  Ipg  =larvae  per  gram  feces;  no  intes- 
tinal parasites  were  seen  in  the  40-49  age  group. 


Table  3 


Correlation  of  Eosinophilia  and  Intestinal  Nematode  Parasites 
in  27  Individuals  from  a Rural  Community  Located  in 
Puerto  Rico 


Eosinophilia 

Age 

Sex 

Parasite** 

40 

24 

M 

hookworm  (259) 

Trichuris  trichiura  (30) 

33 

21 

M 

hookworm  (282) 

32 

58 

M 

hookworm  (55) 

28 

22 

M 

hookworm  (166) 

17 

II 

M 

Trichuris  trichiura  (665)* 

lb 

22 

F 

SiiongyiuiJes  stercoralis  (755) 

16 

57 

F 

Strongyloides  stercoralis  (36) 

16 

65 

M 

hookworm  (64) 

16 

1 1 

F 

negative* 

15 

38 

M 

negative 

15 

29 

F 

negative 

13 

1 1 

F 

negative* 

12 

58 

F 

hookworm  (4) 

II 

35 

F 

hookworm  (58) 

II 

8 

F 

Trichuris  trichiura  ( 1 26) 

10 

II 

M 

Trichuris  trichiura  (30)* 

* Subgroup  of  fifth  grade  schoolchildren. 

•’Numbers  in  parenthesis  are  eggs  per  gram  in  the  case  of  hookworm 
and  Trichuris  trichiura.  larvae  per  gram  in  the  case  of  Strongyloides 
stercoralis. 
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neutrophils  % (8  & 14),  and  no  intestinal  parasites 
detected  suggesting  viral  infection  in  these  last  two. 

If  eosinophilia  is  defined  as  5 + % then  43  of  the  83 
(52%)  individuals  had  eosinophilia,  a remarkably  high 
proportion.  In  this  group  15  of  the  43  (35%)  with  eosino- 
philia also  had  detectable  intestinal  parasites. 

If  eosinophilia  is  defined  as  10  + %,  then  16  of  the  83 
(19%)  had  eosinophilia.  In  this  group  12  of  the  16  (75%) 
with  eosinophilia  had  intestinal  parasites  suggesting  a 
positive  correlation  of  eosinophilia  and  intestinal 
helminth  parasitism. 

Discussion 

With  the  increasing  urbanizing  of  the  island  of  Puerto 
Rico  one  would  expect  to  see  a decrease  in  prevalence  and 
intensity  of  infection  of  intestinal  helminthsin  the  human 
population.  The  results  reported  herein  support  this 
hypothesis.  However,  we  were  surprised  at  the  high  levels 
of  eosinophilia  found  in  the  study  population.  In  normal 
circumstances  the  number  of  eosinophils  in  the  blood  is 
less  than  350  per  mm^  or  up  to  4%  of  the  total  circulating 
white  blood  cells. The  principal  causes  of  an  increased 
eosinophil  count  are  parasitic  infestations,  allergic 
disorders  such  as  bronchial  asthma,  allergic  rhinitis  and 
other  hypersensitivity  reactions  including  drug  reactions, 
skin  disorders,  pulmonary  disorders,  and  miscellaneous, 
disorders  such  as  hypereosinophilic  syndrome,  ulcerative 
colitis,  sarcoidosis  and  hypoadrenalism.'^  Among  the 
occult  parasitic  infestations  which  may  be  found  in 
Puerto  Rico  causing  eosinophilia  are  filariasis  due  to  ÍV. 
bancrofit  and  visceral  larva  migrans  due  in  part  to 
Toxocara  canis.  Neither  of  these  have  been  evaluated  here 
recently  as  to  prevalence  in  humans.  Fascioliasis  also 
induces  eosinophilia  but  is  quite  rare  in  the  human  popu- 
lation here.’'*’ 

The  study  population  consisted  of  essentially  healthy 
individuals.  The  egg/larvae  loads  detected  supported 
this.  For  example,  regarding  T.  trichiura,  symptomato- 
logy appears  only  in  infections  with  > 30,000  epg  feces;'^ 
thus  our  cases  in  the  20-665  epg  are  essentially  asympto- 
matic; in  the  case  of  hookworm  infection,  only  egg 
counts  of  2,000/ml  of  feces  in  women  or  children  are 
associated  with  anemia;'®  again  in  our  study  population, 
the  4-282  epg  observed  are  also  in  the  low  end  of  infection 
intensity. 

Comparing  surveys  done  in  Puerto  Rico  on  the  preva- 
lence of  helminth  parasites  of  humans  is  difficult  since 
different  parasitologic  methods,  study  populations 
and/or  regions  have  been  selected.  It  is  clear,  however, 
that  prevalence  of  infection  has  declined  since  the 
enormous  island-wide  survey  of  Weller  and  Dammin  of 
19,139  Puerto  Rican  Selective  Service  registrants  18-37 
years  old,  examined  at  the  end  of  World  War  II.  In  this 
study  they  examined  1 g of  feces.  Although  the  group 
studied  was  not  considered  representative  of  the  total 
populations  but  rather  a selected  segment  consisting  of 
relatively  healthy  and  well-educated  adult  males  with 
proportionately  few  laborers  from  the  sugar,  tobacco, 
and  coffee-farming  areas,  overall  prevalence  was  high 
and  as  follows  (in  descending  order):  T.  trichiura  (76%), 
Hookworm  (56%);  5".  stercoralis  (10.6%),  Schistosoma 
mansoni  (10%),  and  Ascaris  (7%).  Specifically  in  Hatillo, 
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the  prevalence  reported  by  Weller  and  Dammin  in  1945 
was:  T.  trichiura  (91%),  hookworm  (72%);  5.  stercoralis 
(15.7%),  S.  mansoni  (2%),  and  Ascaris  (2%).  In  our 
current  study  using  a parasitologic  test  of  at  least  similar 
sensitivity,  the  prevalence  rate  was  considerably  lower: 
T.  trichiura  (7.2%),  hookworm  (10.8%);  5.  stercoralis 
(2.4%),  S.  mansoni  (0%),  and  Ascaris  {Q%)  with  intensity 
of  infection  low  in  all  infected  individuals. 

Notable  was  the  absence  of  intestinal  protozoan 
parasites.  However,  with  the  increase  of  acquired 
immunodeficiency  syndrome  (AIDS)  in  Puerto  Rico  we 
expect  to  see  an  increase  in  opportunistic  protozoan 
infections,  some  of  which  have  not  been  reported  to  date 
in  Puerto  Rico  (reviewed  in  ref.  17).  Studies  to  identify 
intestinal  parasitism  and  antibodies  to  certain  parasitic 
infections  (e.g.  Toxoplasma  gondii,  S.  mansoni)  in  patients 
with  AIDS  are  currently  underway. 


Resumen:  Se  realizó  un  estudio  hematológico  y 

parasitológico  en  Bayaney,  Hatillo,  una  comunidad  rural 
localizada  en  la  parte  norte-central  de  Puerto  Rico.  Un 
hallazgo  sorprendente  fue  la  alta  proporción  comparativa 
de  casos  de  eosinofília  encontrados  (43  de  83;  52%).  De 
estos  83  casos,  16  resultaron  positivos  para  parásitos 
intestinales  utilizando  el  método  de  concentración  (Formol- 
Ether)  Ritchie.  Con  eosinofília  de  5 a 10%,  se  encontró 
infección  con  un  parásito  intestinal  en  35%  de  los  casos,  con 
eosinofília  mayor  de  10%,  el  75%  de  los  casos  estaban 
infectados  con  un  parásito  intestinal.  Los  parásitos  o larvas 
encontrados  fueron:  Uncinada  (N=8),  Strongiyoides 
Stercoralis  (N=2),  Trichuris  Trichiura  (N=5)  y un  caso  con 
una  infección  combinada  de  uncinada  y trichuris.  Quince 
de  estos  16  (94%)  casos  con  parásitos  intestinales  tenían 
eosinofília  de  5 a 40%.  De  un  subgrupo  de  niños  de  quinto 
grado  de  escuela,  11  de  35  (31%)  tenían  eosinofília  de  5 a 
17%,  pero  solo  dos  de  estos  tenían  huevos  de  parásitos 
(Trichuris).  No  se  encontraron  protozoos  intestinales,  a 
pesar  de  que  todos  los  casos  infectados  estaban  aparente- 
mente asintomáticos,  se  les  informó  del  resultado  del 
estudio  y en  aquellos  casos  necesarios  se  les  suplió  examen 
médico  y tratamiento.  Se  estudió  la  presencia  de  anticuer- 
pos contra  el  huevo  de  S.  mansoni  por  ELISA,  usando  una 
fracción  de  antígeno  cationico  llamado  CEF-6.  De  44  sueros 
analizados,  20  eran  de  un  grupo  de  alto  riesgo  debido  al  con- 
tacto frecuente  con  agua  infectada.  Por  serología  solo  un 
caso  (2%)  fue  positivo  y en  este,  el  examen  de  excreta  para 
huevos  de  S.  mansoni  fue  negativo.  Se  necesitan  estudios 
adicionales  para  determinar  la  etiología  de  eosinofília  en 
ausencia  de  infección  por  parásitos  intestinales. 
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Resumen:  El  estudio  investiga  los  patrones  de  utiliza- 

ción hospitalaria  en  personas  mayores  de  64  años.  La 
determinación  de  deficiencia  intelectual  y discapacidad  de 
1,353  personas  mayores  de  64  años  y acogidos  a Medicare 
fue  obtenida  de  un  censo  de  la  población  mayor  de  59  años 
realizado  en  el  municipio  de  Gurabo,  Puerto  Rico,  entre 
1987  y 1988.  Examinando  los  datos  de  hospitalización  del 
programa  Medicare  en  Puerto  Rico  se  encontró  que  un  total 
de  105  de  estas  personas  fueron  hospitalizadas  por  lo  menos 
una  vez  durante  ese  período  de  tiempo.  Para  el  grupo  con 
deficiencia  intelectual  y discapacidad  la  tasa  de  hospitali- 
zación fue  de  13.5%.  Los  que  presentan  solamente 
díscapacidad  tuvieron  una  tasa  de  9.4%.  El  grupo  con 
deficiencia  intelectual  solamente  tuvo  una  tasa  de  8.8%.  La 
menor  tasa  de  6.8%,  correspondió  a los  sujetos  sin 
deficiencia  intelectual  ni  díscapacidad.  Estos  datos 
sugieren  una  relación  entre  la  presencia  de  dichas 
dísfuncíones  y la  probabilidad  de  ser  hospitalizado.  No 
obstante,  es  necesaria  más  investigación  para  dilucidar  sí 
dicho  efecto  es  independiente  de  la  edad. 

Existe  una  necesidad  fundamental  de  comprender  el 
impacto  que  tendrán  sobre  nuestra  sociedad  los 
cambios  demográficos  en  la  población.  En  Puerto  Rico  se 
estimó  que  para  el  año  1985  el  grupo  mayor  de  sesenta 
años  constituía  un  12%  de  la  población.'  En  los  Estados 
Unidos  ese  grupo  comprende  el  1 1 porciento.^  El 
aumento  en  la  población  de  ancianos  durante  la  última 
década  se  ha  convertido  en  un  reto  para  nuestros, 
programas  médico-sociales.  A tenor  con  esto,  impera  la 
necesidad  de  estudiar  los  factores  que  afectan  y aumentan 
el  uso  de  estos  servicios  por  nuestros  ancianos. 

Estudios  norteamericanos  han  utilizado  pruebas  de 
funcionalidad  y deficiencia  intelectual  como  pronósti- 
cadores  de  hospitalización  y su  desenlace.  Naraim  y 
colaboradores  han  presentado  la  deficiencia  intelectual  y 
la  discapacidad  como  predictores  de  mortalidad  intra- 
hospitalaria  en  el  anciano.  En  dicho  estudio  la 
discapacidad  resultó  tener  un  alto  grado  de  capacidad 
predictiva  de  mortalidad  intra-hospitalaria.^  '' 


Departamento  de  Medicina  de  Familia,  Recinto  de  Ciencias  Médicas. 
Universidad  de  Puerto  Rico 

Este  estudio  fue  presentado  en  el  Foro  de  investigación  del  Recinto  de 
Ciencias  Médicas  de  la  Universidad  de  Puerto  Rico  en  diciembre  de  1988,  y 
en  la  Convención  Anual  de  la  Academia  de  Médicos  de  Familia,  abril  del 
1989 


Este  estudio  pretende  describir  los  patrones  de 
utilización  hospitalaria  en  personas  mayores  de  64  años  y 
residentes  del  municipio  de  Gurabo,  Puerto  Rico  y 
explorar  la  asociación  entre  deficiencia  intelectual  y 
discapacidad  con  la  probabilidad  de  hospitalización. 

Método 

Un  total  de  1,353  personas  mayores  de  64  años, 
acogidos  a Medicare  y residentes  de  la  comunidad  de 
Gurabo  fueron  identificados  de  un  censo  hecho  en  la 
comunidad  durante  el  período  de  septiembre  del  1987 
hasta  junio  de  1988.^  En  dicho  censo  se  utilizó  la  versión 
al  castellano  del  cuestionario  portátil  de  estatus  mental 
(“Short  Portable  Mental  Status  Questionaire”)  como  el 
instrumento  para  medir  la  deficiencia  intelectual.^  Esta 
prueba  consiste  de  diez  preguntas  que  miden  el  deterioro 
de  la  memoria  inmediata  y remota.  El  número  de 
contestaciones  erróneas  era  registrado.  Para  propósito  de 
nuestro  estudio,  tres  o más  contestaciones  erróneas  eran 
consideradas  como  la  presencia  de  deficiencia  intelectual. 

El  instrumento  utilizado  en  dicho  censo  para  medirla 
discapacidad  fue  una  modificación  de  la  escala  de 
Funciones  del  Diario  Vivir  desarrolla  por  Katz  (“Activi- 
ties of  Daily  Living”).’  Esta  se  basa  en  determinar  la 
necesidad  de  ayuda  para  ejecutar  seis  actividades 
sencillas  del  diario  vivir:  alimentarse,  vestirse,  bañarse, 
salir  de  la  cama,  ambular,  y como  sexto  punto  la 
presencia  o ausencia  de  continencia  uro-fecal.  Se 
consideró  el  individuo  discapacitado,  si  no  podía  ejecutar 
independientemente  una  o más  de  dichas  actividades. 

Para  facilitar  el  análisis  se  crea  una  variable  nueva,  el 
grado  de  vulnerabilidad,  utilizando  la  presencia  o ausencia 
de  deficiencia  intelectual  y discapacidad.  Las  categorías 
de  dicha  variable  y su  significado  se  presentan  en  la 
tabla  1. 

Table  I 

Categorías  de  Vulnerabilidad 

VI  - Deficiencia  intelectual  y discapacidad  presente 

V2  - Solamente  deficiencia  intelectual  presente 

V3  - Solamente  discapacidad  presente 

V4  - Ninguna  está  presente 
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La  información  sobre  hospitalizaciones  se  obtuvo  del 
registro  computadorizado  de  Medicare  através  de  la 
Cooperativa  de  Seguros  de  Vida  de  Puerto  Rico(COSVI) 
para  el  periodo  de  septiembre  de  1987  a septiembre  de 
1988.  Dado  a que  el  censo  de  envejecientes  se  realizó 
durante  un  período  relativamente  extenso,  se  identificaron 
aquellas  hospitalizaciones  que  ocurrieron  a los  sujetos 
después  de  la  fecha  de  sus  entrevistas  correspondientes  en 
el  censo.  Esto  garantiza  que  la  medición  de  deficiencia 
intelectual  y discapacidad  efectuada  en  la  entrevista  del 
censo  ocurrió  antes  de  la  hospitalización. 

La  tasa  de  hospitalización  se  calculó  dividiendo  el 
número  de  sujetos  hospitalizados  por  lo  menos  una  vez 
entre  el  número  total  de  sujetos  en  cada  categoría  de  las 
variables  estudiadas.  Solo  se  utilizó  la  primera  hospita- 
lización de  cada  persona  para  calcular  dicha  tasa. 

Dada  a que  se  utilizó  la  población  completa,  no  está 
indicado  el  cálculo  de  intervalo  de  confianza  ni  de 
pruebas  de  significancia  estadística. 

Resultados 

Del  total  de  1,353  personas  del  censo  de  Gurabo, 
mayores  de  64  años  y con  Medicare,  el  51.1  porciento 
eran  hombres  y 48.2  porciento  mujeres.  En  cuanto  a la 
edad,  el  56.5  porciento  corresponde  al  grupo  etáreo  de 
65-74  años,  31.6  porciento  al  grupo  de  75-84;  y el  12.1 
porciento  son  los  de  85  años  o más.  De  estos  fueron 
hospitalizados  105  personas  por  lo  menos  una  vez 
durante  el  período  de  estudio,  para  una  tasa  cruda  de 
hospitalización  de  7.8  porciento. 

Al  analizar  la  tasa  de  hospitalización  por  sexo,  se 
encontró  que  los  hombres  tuvieron  una  tasa  de  8.8 
porciento  comparado  con  un  6.5  porciento  para  las 
mujeres  (gráfica  1).  Se  observó  un  aumento  en  la  tasa  de 
hospitalización  con  la  edad,  siendo  los  pacientes  85  años 
o más  los  que  mostraron  la  mayor  tasa  de  hospitalización, 
con  un  1 1 .8  porciento  (gráfica  II).  Cuando  se  comparan 
los  sexos  por  grupo  etáreo,  el  aumento  en  la  tasa  de 
hospitalizaciones  con  la  edad  se  mantuvo  en  cada  sexo,  y 


GRAFICA  I 

Tasa  de  hospitalización  por  sexo 
en  personas  mayores  de  64  años 

Tasa 
10%  r 


Femenino  Masculino 


Sexo 

Gurabo.  P.R.  1987-1988. 


los  hombres  mostraron  mayores  tasas  de  hospitalizacio- 
nes que  las  mujeres  en  todos  los  grupos  etáreos,  excepto 
en  el  grupo  de  85  años  (gráfica  III). 

GRAFICA  II 

Tasa  de  hospitalización  por  edad 

en  personas  mayores  de  64  años 


Tasa 


65-74  75-84  85* 

Edad 


Gurabo,  P.R.  1987-1988. 


GRAFICA  III 

Tasa  de  hospitalización  por  sexo  y edad 
en  personas  mayores  de  64  años 
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Cuando  se  investigó  la  prevalencia  de  deficiencia 
intelectual  y discapacidad,  un  6 por  ciento  de  los  1,353 
sujetos  presentó  ambos  indicadores  positivos.  El  70 
porciento  de  los  sujetos  no  presentó  ninguna  disfunción, 
pero  un  8 porciento  presentó  solo  deficiencia  intelectual  y 
un  14  porciento  mostró  solamente  discapacidad.  Al 
comparar  estas  categorías  (tabla  II)  se  observa  que  el 
grupo  más  vulnerable  (VI)  presentó  la  tasa  mayor  de 
hospitalizaciones  ( 1 3.5  porciento),  mientras  que  el  grupo 
sin  deficiencia  ni  discapacidad  ( V4)  mostró  la  menor  tasa 
(6.8  porciento). 
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Tabla  II 


Tasa  de  Hospitalización  por  Categoría  de  Vulnerabilidad 


Categoría 

Vulnerabilidad 

Sujetos 

Hospitalización 

Total  de  Sujetos 
en  la  población 

Tasa 

(VI)  Defeciencia 
intelectual  y 
discapacidad 
presentes 

11 

81  ( 6%) 

13.5 

(V2)  Deficiencia 
intelectual 
solamente 
presente 

10 

113  ( 8%) 

8.8 

(V3)  Discapacidad 

solamente 

presente 

18 

190  (14%) 

9.4 

(V4)  Ninguna 
presente 

66 

969  (70%) 

6,8 

Total 

105 

1,353 

7.8 

tendencia  = 5.25  p 0.05 


Tabla  III 


Mediana  de  Edad  por  Categoría  de  Vulnerabilidad  en 
Personas  Mayores  de  64  Años 
Gurabo,  Puerto  Rico 


Categoría 

Vulnerabilidad 

Mediana  Edad 

(VI)  Deficiencia  intelectual 
y discapacidad  presentes 

81 

83 

(V2)  Deficiencia  intelectual 
solamente  presente 

113 

78 

(V3)  Discapacidad  solamente 
presente 

190 

76 

(V4)  Ninguna  presente 

969 

72 

Totales 

1,353  (sujetos 

en  la  población) 

Tabla  IV 


Distribución  por  Diagnóstico  de  Admisión  a 
Personas  .Mayores  de  64  Años 
Gurabo,  Puerto  Rico 

Hospital  en 

Diagnóstico 

Porciento 

Enfermedad  pulmonar 

22.8 

Enfermedad  cardiovascular 

16.1 

Enfermedad  gastrointestinal 

12.3 

Cáncer 

8.5 

Enfermedad  infecciosa 

7.6 

Enfermedad  neurológica 

5.7 

Enfermedad  genitourinaria 

4.7 

Enfermedad  renal 

3.8 

Diabetes  mellitus 

2.8 

Otras  condiciones 

15.2 

Al  explorar  la  posible  asociación  entre  la  mediana  de 
edad  y e/  grado  de  vulnerabilidad  en  los  1,353 
envejecientes,  se  encontró  una  relación  directa  entre  la 
edad  y el  grado  de  vulnerabilidad  (tabla  III). 

Los  diagnósticos  más  comunes  de  admisión  al  hospital 
fueron:  enfermedad  pulmonar,  con  un  22.8  porciento  y 
enfermedades  cardio-vasculares,  con  16.1  porciento 
(tabla  IV).  En  cuanto  al  tipo  de  hospital,  el  64.8 
porciento  de  los  ancianos  fueron  admitidos  a hospitales 
privados  y el  35.2  porciento  a hospitales  públicos. 
Solamente  se  reportaron  8 muertes.  Cuando  se  analizaron 
las  variables  de  hospitalización  con  el  grado  de 
vulnerabilidad  medido  en  la  comunidad,  se  encontró  21.6 
porciento  ó 8/37  pacientes  en  hospitales  públicos  con 
vulnerabilidad  alta  (VI),  mientras  que  solamente  3/68  ó 
4.4  porciento  de  los  hospitalizados  en  instituciones 
privadas,  estaban  en  esta  categoría  (gráfica  IV).  De  las 
muertes  ocurridas  en  hospitales  públicos  2/50  ó 40 
porciento  provinieron  de  este  grupo  (VI)  mientras  que  en 
el  hospital  privado  no  hubo  ninguna  muerte  proveniente 
de  ese  grupo  (gráfica  V). 


GRAFICA  IV 

Muertes  por  tipo  de  hospital  y 
categories  de  vulnerabilidad 


en  personas  ’ de  60  años,  Gurabo. 


GRAFICA  V 


Distribución  porcentual  por  tipo  de 
hospital  y categories  de  vulnerabilidad. 


80% 


VI  V2  V3  V4 

mas  vulnerable  menos  vulnerable 


en  personas  > de  60  años,  Gurabo  (N-106) 


Privado  (n*68) 
Publico  (n*37) 
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Discusión 

En  este  estudio  se  encontró  una  relación  directa  entre 
la  edad  y la  tasa  de  hospitalización.  Estos  datos  difieren 
de  estudios  poblacionales  hechos  en  los  Estados  Unidos,® 
donde  no  se  encontró  una  tendencia  consistente  entre  la 
tasa  de  hospitalización  y la  edad.  Al  analizar  dicha  tasa 
por  sexo  y edad  los  hombres  presentaron  por  lo  general 
tasas  mayores  que  las  mujeres  en  cada  grupo  etáreo.  Esto 
es  similar  a lo  encontrado  en  Estados  Unidos.® 

Nuestros  datos  sugieren  que  la  deficiencia  intelectual  y 
discapacidad  están  asociadas  a mayores  tasas  de 
hospitalización.  No  obstante,  el  hecho  de  que  los  grupos 
más  afectados  por  estas  dos  deficiencias  son  los  más 
viejos,  y el  que  se  observa  un  aumento  en  la  tasa  de  hospi- 
talización con  la  edad,  apunta  a que  el  efecto  de  la 
discapacidad/deficiencia  intelectual  sobre  la  tasa  de 
hospitalizaciones  puede  deberse  al  factor  edad  y no  a un 
efecto  independiente.  El  número  relativamente  pequeño 
de  hospitalizaciones  estudiadas  no  permite  utilizar 
métodos  de  ajuste  para  estudiar  separadamente  el  efecto 
de  la  edad. 

La  mortalidad  en  el  hospital  público  fue  más  alta 
(5/37)  o 13.5  porciento  que  el  hospital  privado  (3/68)4.4 
porciento.  Si  embargo,  en  este  estudio  se  reportó  la 
tendencia  al  hospital  público  (21.6%)  en  contraste  al 
hospital  privado  (4.4%),  a atender  pacientes  de  alta  vul- 
nerabilidad (VI).  Conocemos  que  estos  pacientes  tienen 
un  riesgo  de  muerte  más  alto  y que  este  riesgo  es  indepen- 
diente al  manejo  intra-hospitalario.  Esto  en  parte  puede 
explicar  las  tendencias  de  alta  mortalidad  encontrada  en 
hospitales  públicos  de  esta  región,  ya  que  históricamente 
han  recogido  los  pacientes  más  vulnerables  y con  menos 
recursos  económicos,  sociales  y familiares. 

La  gran  mayoría  de  los  estudios  sobre  los  ancianos  se 
llevan  a cabo  en  poblaciones  institucionalizadas,  sin 
embargo  la  mayoría  de  ellos  viven  en  sus  respectivas 
comunidades.  El  encontrar  factores  de  riesgos  que 
puedan  predecir  la  hospitalización  ayudaría  a los 
proveedores  de  salud  priorizar  los  pacientes  con  estos 
factores  y tratar  de  evitar  la  institucionalización.  Es 
importante  desarrollar  estudios  sobre  el  envejeciente  en 
su  medio  ambiente,  solo  así  se  dispondrá  de  la  informa- 
ción necesaria  para  hacer  las  intervenciones  y modifica- 
ciones de  su  situación  que  eviten  la  dependencia.  En  este 
caso,  los  programas  dirigidos  a mejorar  el  funciona- 
miento y la  independencia  del  anciano  podrían  disminuir 
sus  tasas  de  hospitalización  y a su  vez  los  gastos  por  servi- 
cios de  salud. 
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Since  1960,  when  Kouwenhoven,  Jude, and  Knicker- 
bocker described  close-chest  cardiac  massage,  the 
technique  of  cardiopulmonary  resuscitation  (CPR)  has 
achieved  universal  application  in  all  United  States 
hospitals.’  The  technique  is  being  misused,  however; 
CPR  was  devised  to  prevent  sudden  and  unexpected 
death.  Yet,  in  many  hospital  settings,  it  is  regularly 
practiced  as  a death  ritual  in  chronically  ill  patients 
without  their  consent. 

Because,  whenever  possible,  consent  for  cardiopulmo- 
nary resuscitation  should  be  the  rule  rather  than  the 
exception^  and  because  do  not-resuscitate  (DNR)  policies 
are  a new  requirement  for  the  acreditation  of  hospitals,^  it 
becomes  important  to  have  an  overall  view  of  what 
patients  think  about  resuscitation  and  to  develop  specific 
methods  to  obtain  individual  opinions.  The  purpose  of 
this  study  was  to  determine  what  a heterogenous  sample 
of  hospitalized  Puerto  Ricans  thought  about  CPR  and 
respirator  therapy  and  to  explore  how  successful  was  the 
applied  strategy  to  obtain  this  information. 

Methods 

To  guarantee  valid  opinions,  patients  were  first 
screened  for  cognitive  disturbances  by  using  a Spanish 
version  of  the  Folstein  Minimental  State  Examination 
adapted  for  a Puerto  Rican  population. '*>  ^ This  mental 
competence  test  (MCT)  was  made  part  of  the  initial 
work-up  of  consecutive  patients  admitted  to  an  attending 
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physician  at  a supratertiary  hospital  in  Rio  Piedras  and  of 
all  patients  admitted  to  the  medical  service  at  a commu- 
nity hospital  in  San  Germán  for  a six  week  period  from 
January  17  to  February  28,  1989  (See  appendix). 

Patients  with  acceptable  scores  in  the  Mental  Compe- 
tence Test  (MCT)  (22  or  more  out  of  a total  score  of  30) 
were  queried  about  their  willingness  to  undergo  CPR  or 
intubation  and  respiratory  therapy.  The  questionnaire 
was  made  part  of  the  initial  work  up;  it  was  mandatory 
that  it  be  administered  within  72  hours  from  the  time  of 
admission.  Patients  were  asked  whether  they  would 
accept  Cardio  Pulmonary  Resuscitation  (CPR)  or  intu- 
bation under  the  following  two  estimated  outcomes;  a)  if 
there  was  an  excellent  chance  of  complete  recovery  b)  if 
the  chance  to  obtain  a complete  recovery  was  doubtful. 

Observations  were  analyzed  separately  in  terms  of  the 
severity  of  the  patient’s  illness  — benign  or  life  threate- 
ning*— and  in  terms  of  age,  whether  or  not  they  were 
high  school  graduates,  and  gender. 

Results 

There  were  253  admissions  in  the  six  week  study  period 
(Table  1).  Forty  one  percent  of  all  patients  admitted 
were  willing  and  competent  to  take  the  MCT  and  answer 
the  questionnaire.  Fifty  two  percent  were  not  inter- 

Table  I 

Outcome  of  Attempt  to  Interview  Sequential  Admissions 
Over  a Six  Week  Period 


N (%) 

1.  Willing  and  competent  104  ( 41) 

2.  Willing,  not  competent  10  ( 04) 

3.  Too  ill  to  interview  88  ( 35) 

4.  Not  interviewed  44  ( 17) 

5.  Not  willing  to  take  the  MCT*  7 ( 03) 


253  (100) 


*MCT-Mental  Competence  Test 


* When  it  is  likely  to  cause  death  within  six  months. 
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Table  II 


Impact  of  Nature  of  Illness,  Age,  Eduational  Level  and  Gender  on 

Willingness  to  Accept  Cardiopulmonary 

Resuscitation  and  Intubation  and  Respirator  Therapy  if  Complete  1 

Recovery  was  Likely  or  if  Recovery  was 

Doubtful 

Resuscitation 

Respirator  Therapy 

Recovery 

Recovery 

Recovery 

Recovery 

A 

I.ikelv 

Doubtful 

Likelv 

Doubtful 

Respondents 

N 

N (%) 

N (%) 

N (%) 

N (%) 

All* 

104 

65  (63) 

38  (37) 

74  (72) 

29  (28) 

B 

Impact  of 

Benign 

70 

45  (64) 

25  (36) 

49  (70) 

21  (30) 

Nature  of 

Life-threatening* 

34 

20  (61) 

13  (39) 

25  (76) 

8 (24) 

Illness 

C 

Years 

Impact  of 

>65 

64 

40  (63) 

24  (37) 

47  (73) 

17  (27) 

Age 

<65* 

64 

25  (64) 

14  (36) 

27  (69) 

12  (31) 

D 

Impact  of 

Educational  Level 

Educational 

> High  School* 

64 

39  (62) 

24  (38) 

44  (70) 

19  (30) 

Level 

< High  School 

40 

26  (65) 

14  (35) 

30  (75) 

10  (25) 

E 

Gender 

Impact  of 

Men 

45 

19  (42) 

26  (58) 

26  (58) 

19  (42) 

Gender 

Women* 

59 

46  (79) 

12  (21) 

48  (81) 

10  (19) 

*A  67  year  old  woman  with  terminal  heart  disease,  in  congestive  failure,  refused  any  type  of  life-sustaining 
treatment  m case  of  cardiac  arrest. 


viewed:  eighty-eight  patients  were  too  ill  to  answer  the 
questionnaire  and  in  44  patients  the  house-staff  was  so 
busy  that  they  failed  to  do  the  initial  screening  within  the 
required  72  hours  of  admission. 

The  45  men  and  59  women  who  answered  the  question- 
naire ranged  in  age  from  18  to  89.  Men’s  mean  age  was  60 
and  women’s  mean  age  was  55. 

Two  thirds  of  interviewed  patients  would  accept  CPR 
and  three  fourths  would  accept  intubation  and  respirator 
therapy,  but  only  if  complete  recovery  was  likely 
(Table  2A).  One  patient  would  not  consider  any  type  of 
emergency  life-sustaining  intervention. 

Patients’  choices  were  not  influenced  by  the  severity  or 
nature  of  the  illness  (Table  2B). 

Those  over  65  and  those  under  65  thought  similarly 
about  CPR  or  respirator  therapy  (Table  2C).  Once  again, 
63  percent  were  unwilling  to  have  CPR  and  73  percent 
were  unwilling  to  be  placed  in  a respirator  unless  it  was 
likely  that  they  would  have  a complete  recovery  of  func- 
tion. Likewise,  the  level  of  education  did  not  alter  the 
opinion  about  CPR  and  respirator  therapy  (Table  2D). 
There  was,  however,  a difference  in  opinion  between 
women  and  men.  More  than  twice  as  many  men  as 
women  were  willing  to  accept  CPR  if  recovery  was 
dobtful  and  nearly  twice  as  many  were  willing  to  accept 
respirator  therapy  (P<.01). 

Comments 

Our  study  demonstrates  that  mentally  competent 
hospitalized  Puerto  Ricans  are  willing  to  determine  their 
pref^erences  about  CPR.  However,  in  slighly  over  50 


percent  of  consecutive  admissions,  preferences  could  not 
be  determined  because  patients  were  too  ill  to  be 
appropriately  interviewed  or  the  house  staff  was  too  busy 
to  carry  on  the  screening  interview  within  72  hours  of 
admission.  It  appears  that  unless  patients’  preferences 
are  sought  prior  to  hospitalization  it  will  be  impossible 
to  know  them  in  most  hospitalized  patients. 

Patients,  regardless  of  severity  of  illness,  age,  level  of 
education  and  gender  tend  to  refuse  CPR  and  intubation 
and  respirator  therapy,  unless  complete  recovery  is  likely. 
In  a recent  survey  in  Los  Angeles,  similar  opinions  were 
expressed  by  hospitalized  patients.®  Ninety  percent  of 
patients  would  accept  life  support  if  their  health  could  be 
restored  to  its  usual  level.  Only  16  percent  would  accept 
CPR  if  their  prognosis  was  hopeless. 

That  men  are  more  willing  than  women  to  undergo 
CPR  or  respirator  therapy  when  the  outcome  is  doubtful 
is  intriguing.  It  may  reflect  women’s  better  judgement  or 
the  fact  that  depression,  and  unwillingness  to  have 
cardiac  life  support,  is  more  centmon  in  '.vemen  than 
men. 

In  matters  which  involve  foregoing  life-sustaining 
treatment,  the  validity  of  advance  directives  should  be 
objectively  documented.  We  believe,  that  the  30  item 
mental  competence  test  used  in  this  study,  and  published 
here  as  an  appendix,  may  be  useful  as  supporting 
evidence  in  the  clinical  assessment  of  mental  competence. 
The  conclusions  derived  from  the  Spanish  language 
version  of  the  mini-mental  state  examination  have  been 
shown  to  compare  favorable  with  those  obtained  from  a 
psychiatric  interview.''  The  modified  version  we  used  was 
recently  adapted  to  the  Puerto  Rican  population.®  It 
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includes  vocabulary  of  common  usage  in  Puerto  Rico  and 
the  content  of  the  individual  items  is  pertinent  to  the 
cultural  reality  of  Puerto  Ricans.  Lay  interviewers  collect 
similar  information  as  psychiatrists  when  both  use  the 
test. 

The  ethical  principle  of  autonomy  requires  that 
patients  who  have  the  capacity  to  make  decisions  have 
the  opportunity  to  select  which  treatment  is  appropriate 
for  them.^’  ’ This  certainly  applies  to  CPR.  It  is  our  view 
that  in  our  highly  interventional  medical  setting,  all 
hospitalized  adult  patients  are  potential  candidates  for 
CPR.  It  is  the  responsibility  of  physicians  who  treat 
patients  to  inform  all  competent  patients,  or  the  surro- 
gates of  incompetent  patients,  the  indications,  complica- 
tions, and  possible  outcome  of  this  procedure  in  their 
particular  situations.  Because  of  the  difficulty  encountered 
in  obtaining  this  information  from  the  acutely  ill  and  the 
inappropriateness  of  having  explicit  discussions  about 
life  and  death  in  stressful  scenarios,  this  information  is 
probably  best  obtained  in  preadmission  interviews. 
Perhaps,  this  information  should  be  made  part  of 
comprehensive  medical  evaluations  of  all  adult  ambula- 
tory patients. 

Some  clinicians  hesitate  to  discuss  life-sustaining 
treatments  with  patients  fearing  that  such  discussions  will 
cause  undue  anxiety.  Surveys  of  elderly  patients*  and  of 
patients  with  serious  illnesses^  performed  elsewhere  have 
shown  that  this  is  rarely  so.  In  fact,  discussing  life- 
sustaining  treatments  is  an  option  many  patients  prefer. 
The  last  item  in  our  questionnaire  addressed  this  subject. 
Our  patients  had  a similar  opinion  to  patients  in  the 
mainland.  Not  one  patient  objected  to  answering 
questions  about  CPR  and  respirator  therapy.  All  were 
glad  to  have  the  opportunity  to  express  their  point  of 
view. 

There  is  also  an  illogical  inequity  in  discussing  resusci- 
tation among  patients  with  similar  prognoses.  Resuscita- 
tion is  more  frequently  discussed  with  patients  suffering 
the  acquired  immunodeficiency  syndrome  and  unresec- 
table  non-small-cell  lung  cancer  than  with  patients  with 
cirrhosis  and  esophageal  varices  or  patients  with  severe 
congestive,  heart  failure.'”  This  reflects  a worrisome 
difference  in  physician’s  attitudes  which  conflicts  with 
the  now  frequently  quoted  Aristotelian  ethical  principle 
which  calls  fo’r  equal  treatment  of  equal  clinical 
situations."  We  believe  that  a point  of  view  about  resus- 
citation should  be  a matter  of  record  in  all  hospitalized 
adult  patients.  It  certainly  should  be  discussed  with  the 
elderly  and  the  chronically  ill  as  a treatment  modality  in 
context  with  the  clinical  course  of  their  illness. 

Bostonians  over  the  age  of  70  rarely  survive  resusci- 
tation.'^ In  a study  incorporating  acute  and  chronic 
hospitals,  and  nursing  homes,  19  of  503  (3.8%)  survived 
to  discharge.  Ten  out  of  these  19  had  important  func- 
tional impairments.  Seven  of  the  eight  who  were 
discharged  home  had  resuscitations  of  less  than  5 
minutes.  If  this  finding  is  representative  of  what  is  found 
elsewhere,  the  elderly  should  be  appropriately  informed. 
Some  are  beginning  to  view  resuscitation  in  this  group 
not  as  a blessing  but  as  a curse.'* 

When  it  is  impossible  to  obtain  a valid  consent,  CPR 
should  not  be  offered  indiscriminately.'"'  It  should  be 


initiated  uninhibitedly  in  patients  with  acute  insults  such 
as  myocardial  infarction  or  a drug  overdose.  However,  it 
should  not  be  considered  a therapeutic  alternative  in 
patients  with  conditions  such  as  acute  complete  stroke, 
rampant  sepsis,  or  metastatic  cancer.  In  these  cases,  it  has 
been  shown  to  be  usually  unsuccessful  and  to  mercilessly 
prolong  a certain  death.'*  Physicians  who  take  pride  in 
their  judicious  practice  of  medicine,  should  not  promote 
useless  treatments.  They  should  do  CPR  only  when  it  is 
appropriate.  This  study  suggests  that  most  competent 
Puerto  Ricans  are  willing  to  discuss  life-saving  measures 
and  choose  to  be  resuscitated  only  if  recovery  is  likely. 
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APPENDIX 


Translation  and  adaptation  of  the  mini-mental  state  examination  used  in  the  Psychiatric 
Epidemiology  Project  of  the  University  of  Puerto  Rico,  School  of  Medicine. 


EXAMEN  MENTAL 
(M.F.  Folstein  Mini-Mental  State) 

1 .  ¿Alguna  vez  le  ha  dicho  a un  doctor  que  tiene  problemas  con  su  memoria  (para  recordar  las 
cosas)? 


NO 
SI  , 


Déjeme  hacerle  ahora  algunas  preguntas,  casi  todas  serán  fáciles.  ANOTE  LA 
CONTESTACION.  SI  LA  PERSONA  DICE  “NO  SE”  O “NO  PUEDO”,  INSTELO  A 
TRATAR.  CERCIORESE  DE  QUE  HACE  LO  MAS  QUE  PUEDE. 

CORRECTO  ERRONEO 


¿En  qué  afio  estamos? 

ANO 

1 

0 

¿En  qué  estación  del  afio 

ESTACION 

1 

0 

estamos? 

A.  Esto  es:  primavera. 

ESTACION 

1 

0 

verano,  otofio,  invierno 

A 

1 

0 

¿Cuál  es  la  fecha  de  hoy? 

FECHA 

1 

0 

¿Qué  día  de  la  semana  es  hoy? 

DIA 

1 

0 

¿En  qué  mes  estamos? 

MES 

1 

0 

¿Me  puede  decir  en  qué  país  estamos? 
¿En  qué  pueblo/ciudad/municipio 

PAIS 

1 

0 

estamos? 

¿En  qué  sección/barrio/ 

PUEBLO 

1 

0 

urbanización  estamos? 

A.  ¿En  qué  piso  (del  edificio) 

SECCION 

1 

0 

estamos? 

B.  Cuál  es  la  dirección  de 

PISO 

1 

0 

este  lugar? 

DIRECCION 

I 

0 

(SI  INSTITUCION: 

¿Cuál  es  el  nombre 
de  este  sitio?) 

NOMBRE 

1 

0 

11.  Le  voy  a nombrar  tres  cosas.  Después  de  que  yo  las  diga,  quiero  que  usted  las  repita. 
Acuérdese  cuáles  son,  porque  dentro  de  unos  minutos  le  voy  a pedir  que  las  nombre  otra  vez. 

“Pifia”  “Mesa”  “Peso” 

A.  ¿Podría  repetir  las  tres  cosas  que  le  nombré? 

CODIEIQUE  EL  PRIMER  INTENTO. 

CORRECTO  ERRONEO 


1 . Pifia 1 0 

2.  Mesa 1 0 

3.  Peso 1 0 


ENTREVISTADOR:  REPITA  LAS  TRES  PALABRAS  HASTA  QUE  LAS  APRENDA 
TODAS  (HASTA  CINCO  VECES). 


122 


José  Ramírez  Rivera,  MD,  FACP,  FCCP 


Bol.  Asoc.  Med  P.  Rico  - Marzo  ¡990 


12.  Empezando  con  100,  réstele  7,  luego  siga  restando  7 del  resultado  que  obtenga,  hasta  que  le 
diga  que  pare.  CUENTE  SOLO  UN  ERROR  SI  SE  COMETE  UNA  EQUIVOCACION  EN 
LA  RESTA,  PERO  LAS  RESPUESTAS  SUBSIGUIENTES  SON  SIETE  MENOS  LA 
CONTESTACION  EQUIVOCADA. 

Anote 

Respuesta  CORRECTO  ERRONEO 


A.  (93)  1 0 

B.  (86)  1 o 

C.  (79)  1 o 

D.  (72)  1 0 

E.  (65)  1 0 


DICE  QUE  NO  SABE  

OTRA  RAZON  PARA  NEGARSE 


13.  Ahora  voy  a deletrear  una  palabra  y quiero  que  usted  me  la  deletree  al  revés.  La  palabra  es 
MUNDO,  M-U-N-D-O.  Deletree  MUNDO  al  revés.  REPITA  DELETREO  SI  ES 
NECESARIO.  CODIFIQUE  EN  PRIMERA  LINEA. 

NUMERO  DE  ERRORES 

ODNUM  012345 

14.  Ahora,  ¿cuáles  fueron  las  tres  cosas  que  le  pedí  que  recordara? 


CORRECTO  ERRONEO 

a.  pina  1 o 

b.  mesa  1 o 

c.  peso  1 o 

CORRECTO  ERRONEO 

15.  A.  ¿Cómo  se  llama  esto?  Reloj  1 0 

B.  ¿Cómo  se  llama  esto?  Lápiz  1 0 

16.  Quisiera  que  repitiera  esta  expresión  después 
de  que  yo  la  diga.  “Pancha  plancha  con  cuatro 

planchas”.  1 0 

17.  Lea  las  palabras  en  esta  página  y luego  haga 
lo  que  dice. 

CIERRA  LOS  OJOS  1 0 


18. 


ENTREVISTADOR:  LEA  LA  ASEVERACION  COMPLETA  QUE  SIGUE  Y LUEGO 
ENTREGUE  AL  ENTREVISTADO  UNA  HOJA  DE  PAPEL 
EN  BLANCO. 

NO  REPITA  INSTRUCCIONES  NI  LO  AYUDE. 


Le  voy  a dar  un  papel.  Cuando  se  lo  dé,  tome  el  papel  en  la  mano  derecha,  doble  el  papel  una 
vez  por  la  mitad  con  las  dos  manos,  y luego  ponga  el  papel  en  su  falda. 

CORRECTO  ERRONEO 


A.  TOMA  EL  PAPEL  CON  LA  MANO  DERECHA  1 0 

B.  DOBLA  EL  PAPEL  POR  LA  MITAD  CON  LAS  DOS 

MANOS  1 0 

A.  PONE  EL  PAPEL  EN  SU  FALDA  1 0 
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19.  Escríbame  cualquier  oración  completa  en  este 

papel.  LA  ORACION  DEBE  TENER  SUJETO  Y VERBO. 

(EL  SUJETO  PUEDE  ESTAR  IMPLICITO).  TAMBIEN 

DEBE  TENER  SENTIDO.  ERRORES  DE  ORTOGRAEIA  O 

GRAMATICA  NO  CUENTAN.  I 0 


20.  Aquí  está  un  dibujo,  haga  el  favor  de  copiar  el  dibujo  en  este  papel.  1 0 


ENTREVISTADOR:  ESTARA  CORRECTO  SI  FORMA 
DOS  FIGURAS  CONVEXAS  DE 
CINCO  LADOS  Y LA  INTERSECCION 
FORMA  UNA  FIGURA  DE  CUATRO 
LADOS. 


TOTAL 


30 


De:  Bird  et.  al.  The  Journal  of  Nervous  and  Mental  Diseases,  1987.  175;  731-737 
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El  Uso  de  Ciprofloxacin  en  Pacientes  con 
Osteomielitis  Asociada  a Insuficiencia 

Vascular 


Luis  N.  Garda-Rosario,  MS  IV 
Carlos  H.  Ramírez-Ronda,  MD,  FACP 


Resumen:  La  osteomielitis  en  pacientes  con  insufi- 

ciencia vascular  periférica  (IVP)  tiene  unas  características 
que  hacen  que  su  manejo  sea  complicado  y controversial. 
Por  lo  general,  conlleva  un  curso  prolongado  de  antibióticos 
endovenosos  de  amplio  espectro,  con  la  consecuente  hospi- 
talización, mayor  riesgo  de  efectos  secundarios  y alto 
costo.  Durante  los  últimos  años  los  investigadores  han 
desarrollado  las  fluoroquinolonas,  que  pueden  ayudar  a 
simplificar  dicho  tratamiento.  Estos  agentes  son  inhibi- 
dores de  la  síntesis  de  ácido  desoxírribonucleico  bacteriano. 
Entre  estos,  ciprofloxacin  es  uno  de  los  más  activos.  Esta  se 
caracteriza  por  ser  de  amplio  espectro,  se  absorbe  rápida- 
mente al  administrarse  por  via  oral,  el  paciente  lo  tolera 
bien,  se  puede  dar  solo  dos  veces  al  día,  alcanza  concen- 
traciones terapéuticas  en  hueso  y ha  probado  ser  más  efec- 
tiva que  otros  antibióticos  en  iguales  condiciones.  Aunque  el 
desarrollo  de  resistencia  en  contra  de  esta  no  ha  sido 
clínicamente  sígniflcativa,  si  se  ha  reportado.  Nos 
corresponde  a los  médicos  la  responsabilidad  de  usar  las 
quinolonas  correctamente  para  evitar  el  desarrollo  de 
resistencia.  Actualmente,  ciprofloxacin  esta  indicada  para 
el  tratamiento  de  osteomielitis  en  pacientes  con  IVP,  si  está 
documentada  bacteriológicamente.  No  debe  usarse  empíri- 
camente. Nosotros  administramos  750  mg  cada  12  horas 
durante  3 a 6 meses.  No  presentamos  a ciprofloxacin  como 
una  panacea,  sino  como  una  alternativa  efectiva,  con 
indicaciones  específicas  que  pueden  disminuir  el  costo  del 
tratamiento  de  la  osteomielitis  asociada  a IVP. 

La  osteomielitis  asociada  a insuficiencia  vascular 
casi  siempre  se  encuentra  en  pacientes  diabéticos  o 
con  enfermedad  periferovascular  avanzada.  La  mani- 
festación más  común  de  este  tipo  de  ostemielitis  ocurre  en 
las  extremidades  inferiores,  y más  especificamente  en  los 
huesos  de  los  pies.'  La  osteomielitis  es  un  proceso  infec- 
cioso progresivo  que  va  extendiéndose  a huesos  conti- 
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guos,  comprometiendo  la  irrigación  vascular  de  los 
huesos  afectados  y causando  necrosis.  Dentro  de  este 
tejido  óseo  muerto  puede  ocurrir  secuestro  de  bacterias  y 
acumulación  de  pus.  La  formación  de  estos  abscesos  pro- 
longa la  infección,  hace  difícil  su  tratamiento  y aumenta 
el  riesgo  de  recurrencias. 

Normalmente  esta  condición  presenta  una  etiología 
polimicrobiana  mixta, ^ ''  aunque  también  frecuente- 
mente se  ve  un  solo  microorganismo.  Los  más  comunes 
son:  Staphylococcus  aureus  y Staphylococcus  epider- 
midis.'^^  ^ Entre  los  bacilos  gram-negativos, el  más  común 
es  Pseudomonas  aeruginosa.^  Si  el  paciente  tiene  úlceras 
en  las  áreas  infectadas  hay  que  considerar  también 
microorganismos  anaerobios,  de  los  cuales  los  más 
comunes  son:  Bacteroides  fragilis  y Bacteroides  Melani- 
nogenicus.  ‘ 

Complicaciones  del  tratamiento  clásico 

La  características  de  la  osteomielitis  (necrosis  avas- 
cular de  hueso,  atrapamiento  de  bacterias  y pus,  etiología 
mixta  y curso  crónico)  hacen  que  ésta,  en  pacientes  con 
insuficiencia  vascular  periférica  (IVP)  sea  sumamente 
dificil  de  manejar  y se  asocia  a una  frecuencia  alta  de 
recurrencias  y fallas  en  el  tratamiento.  Existe  contro- 
versia en  torno  a cual  debe  ser  el  antibiótico  a utilizarse  y 
la  duración  óptima  para  este  tratamiento.  Actualmente  el 
consenso  terapéutico  que  prevalece,  es  el  uso  de  dosis 
altas  de  antibióticos  (usualmente  una  combinación  para 
cubrir  cocos  gram-positivos  y bacilos  gram-negativos) 
por  vía  endovenosa,  por  un  período  no  menor  de  4 
semanas  si  es  osteomielitis  aguda.'  Si  es  una  osteomielitis 
crónica,  con  necrosis  de  hueso,  se  administran  antibió- 
ticos parenterales  por  6 a 8 semanas  y se  continua  trata- 
miento oral  por  lo  menos  por  otros  dos  meses.'  La  inter- 
vención quirúrgica  para  remover  el  tejido  necrótico  y 
debridar  el  área  cuando  sea  necesario  es  parte  esencial  de 
este  tratamiento. 

Dicho  tratamiento  conlleva  una  hospitalización  pro- 
longada y un  riesgo  aumentado  de  los  efectos  secundarios 
a los  medicamentos,  con  la  consecuente  elevación  en  el 
costo.  Además  muchos  de  estos  pacientes  terminan  con 
una  amputación  total  o parcial  de  la  extremidad  afec- 
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tada.  Gibbons  y Eliopoulous  reportaron  que  lasamputa- 
ciones  en  estos  pacientes  constituyen  el  50%  al  70%  de 
todas  las  amputaciones  no-traumáticas.^  Cuando  estos 
pacientes  se  presentan  inicialmente  con  gangrena  y/o 
bacteremia,  casi  invariablemente  terminan  con  amputa- 
ción. En  vista  de  estos  problemas  en  el  tratamiento,  se 
han  buscado  alternativas  terapéuticas.  Una  de  ellas  son 
las  quinolonas  y nos  proponemos  a ponerlas  en  una 
perspectiva  clínica. 

Las  quinolonas,  mecanismo  de  acción  y potencia  relativa 

Debido  al  curso  prolongado,  impredecible  y a veces 
errático  del  tratamiento  de  osteomielitis  en  pacientes  con 
insuficiencia  vascular  periférica,  muchos  investigadores 
se  dieron  la  tarea  de  desarrollar  agentes  antimicrobianos 
con  una  espectro  de  actividad  amplio,  que  penetrasen 
bien  a hueso,  que  fuesen  lo  menos  tóxico  posible,  que  no 
indujesen  resistencia  durante  su  uso  o que  esta  fuese  baja 
y que  se  pudiesen  usarambulatoriamente.  De  estas  inves- 
tigaciones surgieron  las  nuevas  quinolonas,  que  satisfa- 
cen la  mayoría  de  estos  criterios  aceptablemente. 

Las  quinolonas  son  antibióticos  bactericidas  que 
inhiben  la  síntesis  de  ácido  desoxirribonucleico  (ADN), 
mediante  su  acción  inhibitoria  sobre  la  girasa  de  ADN. 
Esta  enzima  es  una  topoisomerasa  II  que  cataliza,  tanto 
la  formación  de  torsiones  negativas  en  el  ADN  circular, 
como  el  superenrollamiento  de  ADN.  Esta  enzima  es 
necesaria  para  la  replicación  del  ADN,  la  transcripción 
de  ciertos  operones  y la  reparación  y reconbinación  del 
ADN."*’  ’’  * No  obstante,  se  cree  que  hay  otros  eventos 

que  también  contribuyen  al  efecto  bactericida  de  las 
quinolonas,  pues  se  ha  visto  que  rifampin  y cloramfeni- 
col  eliminan  o disminuyen  la  actividad  bactericida  de  las 
quinolonas,  pero  no  afectan  la  inhibición  rápida  de  la  sín- 
tesis de  ADN  que  estas  producen.’  Hasta  el  presente, 
estos  eventos  no  se  han  identificado,  por  lo  que  son  nece- 
sarios más  estudios  para  clarificar  en  detalle  las  interac- 
ciones entre  el  medicamento, el  ADN  y la  girasa  de  ADN. 

La  quinolonas  son  análogas  sintéticas  del  ácido  nali- 
díxico.  Entre  las  pioneras  tenemos  al  ácido  oxolínico, 
ácido  pipemídico  y cinoxacin.  Recientemente  surgieron 
las  nuevas  4-quinolonas  (o  fluoroquinolonas)  que  tienen 
mayor  potencia  y un  espectro  antimicrobiano  más 
amplio.  Estas  incluyen  entre  otras  a:  norfloxacin, 
ofloxacin,  pefloxacin,  enoxacin,  lomefloxacin  y ciproflo- 
xacin.^ La  mayor  actividad  bactericida  de  las  nuevas 
quinolonas  se  debe  a dos  razones  principales: 

1.  la  presencia  de  flúor  en  la  posición  en  conjunto 
con  piperazina  en  C,  (ver  Fig.  1)  aumentan  la 
potencia  antimicrobiana.’. 

2.  por  ser  más  hidrofílicas  que  las  antiguas,  la  capa  de 
lipopolisacáridos  de  las  bacterias  no  representa  una 
barrera  contra  las  fluoroquinolonas  por  lo  que  son 
más  permeables.’ 

Ciprofloxacin 

De  todas  las  quinolonas  ciprofloxacin  es  una  de  las 
más  activas*’  ’ y es  a la  que  nos  referiremos  en  este 
artículo  de  aquí  en  adelante.  Este  medicamento  tiene  una 
serie  de  características  que  lo  convierten  en  una 
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Figura  1.  Estructura  molecular  de  ciprofloxacin. 


alternativa  para  tratar  osteomielitis  en  general,***’  **  pero 
especialmente  en  pacientes  con  IVP.  Las  características 
que  justifican  su  consideración  son  las  siguientes: 

1.  Es  bactericida  para  un  amplio  espectro  de  micro- 
organismos 

Las  principales  indicaciones  para  ciprofloxacin  son 
infecciones  por  estafilocos,  incluyendo  las  cepas  resis- 
tentes a meticilina,  y las  especies  de  Pseudomonas 
excepto  P.  maltophilia''  ’’  *’  Ciprofloxacin  también 
tiene  buena  actividad  contra  otros  microorganismos, 
como:  E.  coli,  Acinetobacter,  Haemophilus  influenzae, 
Branhamella  catarralis,  los  gonococos  y los  meningo- 
cocos.*’  *’  ’ Por  el  contrario,  ciprofloxacin  tien  muy  pocas 
o ninguna  actividad  en  contra  de  los  estreptococos  y de 
los  anaerobios,  a excepción  de  Bacteroides  ureolyticus  y 
Clostridium  perfringeus.^  Mas  no  se  considera  agente 
anti-anaerobico.  Para  Chlamydia  y Mycoplasma,  las  4- 
quinolonas  no  son  muy  confiables.^ 

2.  Se  absorbe  rápidamente’'  ■* 

Ciprofloxacin  alcanza  su  concentración  óptima  en 
suero  en  1-3  horas  luego  de  haberse  ingerido.  La  adminis- 
tración oral  de  este  antibiótico  permite  tratar  ambula- 
toriamente a pacientes  que  otro  modo  estarían  hospitali- 
zados por  varios  meses.  Obviamente,  al  disminuir  la 
estadía  en  el  hospital,  se  reduce  el  costo  del  tratamiento. 

3.  El  paciente  la  tolera  bien 

Las  nuevas  quinolonas  han  sido  catalogadas  por  varios 
investigadores  como  sustancias  relativamente  seguras.'*’  ^ 
En  una  revisión  de  30,000  pacientes  que  habían  recibido 
tratamiento  con  4-quinolonas,  Halkin  encontró  que  la 
incidencia  de  efectos  adversos  en  general  estuvo  entre  4.0 
y 8.0%  y solamente  entre  el  1.0%  y el  2.6%  necesitaron 
que  se  descontinuara  el  tratamiento.*’ 

De  los  efectos  secundarios  que  se  le  atribuyen  a las 
fluoroquinolonas,  los  gastrointestinales  (nausea,  diarrea, 
vómitos,  dolor  abdominal)  son  los  más  frecuentes.*’  ■*’  *’’  *’ 

Le  siguen  los  efectos  en  el  sistema  nervioso  central.  Estos 
pueden  ser  leves,  que  no  requieren  que  se  interrumpa  el 
medicamento,  o bien  pueden  ser  severos,  que  si  requieren 
la  descontinuación  del  medicamento.  Entre  los  efectos 
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adversos,  menores  tenemos  mareos,  dolor  de  cabeza  e 
insomnio;  en  el  segundo  grupo  se  incluyen:  visión 
anormal,  pesadillas,  confusión,  agitación,  alucinaciones, 
convulsiones  y depresión.'^  Las  quinolonas  pueden 
afectar  la  función  renal  debido  a una  reacción  a cuerpos 
extraños  asociada  a crisetaluría.'^  En  piel  puede 
presentar  picor,  erupción  no  específica,  urticaria  y/o 
reacciones  de  fotosensitividad  al  exponerse  a la  luz  solar.' 
Pueden  ocurrir  también  cambios  oftalmológicos  (visión 
borrosa,  fotofobia),  cardiovasculares  (hipotensión  sis- 
tólica  transitoria)  y articulares  (artralgias  y mialgias).  En 
animales  inmaduros  se  han  encontrado  que  las  quinolonas 
pueden  causar  artropatías.'*’  Por  esto,  las  quinolonas 
no  están  indicadas  en  niños,  entre  otras  razones.  En 
pruebas  de  laboratorio  se  han  documentado  aumentos  en 
las  enzimas  hepáticas  y eosinofilia  asociadas  al  uso  de 
quinolonas.'*’  ^ 

A pesar  de  la  amplia  gama  de  efectos  adversos 
atribuidas  a las  nuevas  quinolonas,  la  incidencia  de  estos 
es  sumamente  baja.  Estos  antimicrobianos  parecen  ser 
aceptablemente  seguras  a niveles  terapéuticos.  Sin 
embargo,  es  importante  que  los  médicos  estemos  a la 
expectativa  de  nuevos  fenómenos  que  puedan  surgir  a 
medida  que  se  incremente  el  uso  de  estos  medicamentos. 

4.  Media  vida  en  suero  prolongada.^’  ''' 

Esto  representa  una  conveniencia  tanto  para  el 
paciente,  como  para  el  personal  de  enfermería  si  aquel 
está  hospitalizado.  Así  se  aumenta  el  cumplimiento  del 
plan  de  tratamiento  por  el  paciente. 

5.  Se  concentra  en  hueso^’ 

Desplaces  y Acar  reportaron  que  ciprofloxacin  penetra 
el  hueso  orgánico  y se  almacena  en  el  inorgánico  sin 
perder  su  actividad  antimicrobiana. También  reporta- 
ron que  las  concentraciones  del  medicamento  en  hueso 
fueron  más  altas  que  las  concentraciones  inhibitorias 
mínimas  de  ciprofloxacin  para  cepas  clínicas  de 
P.  aeruginosa  o S.  aureus. 

6.  Se  obtiene  similar  o mejor  respuesta  que  con 
otros  antibióticos 

Peterson  y sus  compañeros  hicieron  unos  estudios 
comparativos  entre  ciprofloxacin  (1,500  ó 2,000  mg 
diarios  por  3 meses),  cefoxitin  (8.1g  diarios  por  un 
promedio  de  28.5  días)  y ceftizoxime  (8.  Ig  diarios  por  un 
promedio  de  29.6  días).  Las  últimas  dos  son  cefalospo- 
rinas  de  segunda  y tercera  generación  respectivamente. 
Luego  de  un  año  de  seguimiento,  ellos  reportaron  que  el 
60%  de  los  pacientes  en  ciprofloxacin,  el  28%  de  los  que 
usaron  cefoxitin  y el  36%  de  los  que  estaban  en 
ceftizoxime  respondieron  al  tratamiento  y no  necesitaron 
nuevas  hospitalizaciones  ni  otros  tratamientos.  La 
incidencia  de  amputaciones,  asi  como  los  días  de  hospi- 
talización fueron  menores  para  los  pacientes  que  reci- 
bieron ciprofloxacin  que  para  los  pacientes  que  reci- 
bieron los  otros  dos  antibióticos.^ 

Resistencia  y Mutagenicidad 

Luego  de  conocer  sus  características,  no  podemos 
menos  que  pensar  que  ciprofloxacin  es  una  panacea.  Sin 


embargo,  antes  de  hacer  tal  aseveración  es  importante 
revisar  lo  que  se  refiere  al  desarrollo  de  microorganismos 
resistentes  a ésta.  El  desarrollo  espontáneo  y en  un  solo 
paso,  de  microorganismos  altamente  resistentes  es  de 
cien  a mil  veces  menor  en  las  nuevas  quinolonas  que  en 
ácido  nalidíxico,  con  la  excepción  de  Pseudomonas 
aeruginosa  donde  la  diferencia  es  de  solo  diez  veces. ^ En  el 
laboratorio  se  pueden  originar  altos  niveles  de  resistencia 
a las  quinolonas  si  se  exponen  seriadamente  las  bacterias 
a concentraciones  subinhibitorias. Las  cepas  que  se 
producen,  usualmente  tienen  resistencia  cruzada  a las 
demás  quinolonas,  y en  ocasiones,  también  desarrollan 
resistencia  pleiotrópica  contra  otros  agentes  no-quinoló- 
nicos,  como  cloramfenicol,  tetraciclinas,  beta-lactámicos 
y trimetoprim.^’ 

La  resistencia  a las  quinolonas,  mediada  por  plasmidios 
ocurre  en  una  baja  frecuencia  a través  de  dos 
mecanismos: 

1.  raciones  en  la  subunidad  A de  la  girasa  de 
ADN.5’  ‘5 

2.  raciones  en  la  permeabilidad,  que  muy  probable- 
mente se  deben  a la  pérdida  de  proteínas  externas  de 
la  membrana  celular  (purinas).^’ 

Estas  mutaciones  cromosomales  que  se  producen  en 
laboratorios,  muy  raras  veces  se  producen  clínicamente.'* 
Es  por  esto  que  la  resistencia  de  importancia  clínico  a las 
quinolonas  no  debe  ser  común. Sin  embargo,  última- 
mente han  surgido  cepas  resistentes  a ciprofloxacin  de 
patógenos  tales  como:  Pseudomonas  aeruginosa  en 
pacientes  con  fibrosis  quística;  y Serratia  marcescens, 
P.  aeruginosa  y Staphylococcus  aureus  en  heridas  infec- 
tadas.'^ Aunque  estudios  demuestran  una  incidencia  de 
resistencia  a ciprofloxacin  que  fluctúa  entre  el  15  y el 
30%^’  L en  la  mayoría  de  los  casos  esta  resistencia  no 
se  ha  considerado  clínicamente  significativa.  Todavía  el 
desarrollo  de  resistencia  no  es  un  problema  mayor  para 
usar  las  quinolonas;  sin  embargo,  debemos  hacer  uso 
inteligente  de  éstas  para  evitar  el  surgimiento  de  nuevas 
cepas  resistentes.  Estudios  donde  se  han  combinado  las 
fluoroquinolonas  con  otros  antibióticos  para  tratar  de 
evitar  la  resistencia  han  resultado  infructuosos^  o poco 
significativos. 

Otro  problema  que  nos  preocupa  al  hablar  sobre  las 
quinolonas,  es  su  potential  mutagénico  y carcinogénico, 
ya  que  éstas  actuán  en  una  enzima  envuelta  en  la  síntesis 
de  ADN.  Lamentablemente  los  estudios  que  se  han  reali- 
zado para  dilucidar  esta  preocupación  son  contra- 
dictorios.'*’ No  obstante,  si  se  ha  encontrado  que  las 
quinolonas  son  relativamente  inocuas  para  las  células 
humanas.  La  razón  es  que  la  girasa  de  ADN  bacteriana 
difiere  de  la  eucariótica,  tanto  estructural  como  funcio- 
nalmente. La  eucariótica  esta  codificada  por  un  solo  gene 
en  vez  de  dos;  y remueve  en  vez  de  introducir  supervueltas 
en  el  ADN.  Así  que,  es  muy  probable  que  la  mutageni- 
cidad y carcinogenicidad  de  las  fluoroquinolonas  sea  o 
muy  baja  o ninguna.^ 

Ciprofloxacin  en  Osteomielitis  Asociada  a Insuficiencia 
Vascular  Periférica 

La  clave  al  usar  las  nuevas  quinolonas,  en  particular 
ciprofloxacin,  está  en  usar  dosis  adecuadas  y extender  el 
tratamiento  por  tiempo  suficiente.  La  dosis  recomendada 
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para  administración  oral  es  de  500mg  cada  12  horas  para 
infecciones  moderadas  de  tejido  blando  y hueso;  y 750mg 
cada  12  horas  para  infecciones  severas.  Nosotros  para 
osteomielitis  utilizamos  750mg  cada  12  horas  en  el 
paciente  con  función  renal  normal.  La  duración  del  trata- 
miento es  controversia!,  pero  fluctúa  entre  3 a 9 meses. 
También  se  puede  combinar  un  tratamiento  parenteral 
inicial  de  unos  dos  meses,  seguido  de  otros  4 a 6 meses  con 
ciprofloxacin  oral.  Todavía  (8/89)  ciprofloxacin  no  está 
disponible  para  administrarse  endovenoso,  aunque  se  ha 
utilizado  experimentalmente  con  buenos  resultados. 

La  cubierta  de  amplio  espectro,  su  absorción  rápida,  su 
baja  toxicidad,  su  media  vida  prolongada,  su  concentra- 
ción adecuada  en  hueso,  la  baja  incidencia  de  resistencia 
y la  relativa  seguridad  mutagénica,  y lo  conveniente  de 
sus  dosis  dos  veces  al  día,  hacen  que  hoy  por  hoy  las 
quinolonas  y en  el  momento  ciprofloxacin  se  considere 
como  importante  avance  terapéutico  para  simplificar  el 
tratamiento  de  la  osteomielitis  documentada  bacterioló- 
gicamente en  pacientes  con  insuficiencia  periferovas- 
cular.  Es  particularmente  útil  en  pacientes  clínicamente 
estables,  que  prefieren  tratarse  ambultoriamente  y que 
sean  confiables  como  para  tomarse  el  medicamento 
ininterrumpidamente  por  varios  meses.  No  son  antimi- 
crobianos para  utilizarse  empíricamente  porque  se 
sospecha  infección  en  hueso  o porque  una  radiografía  los 
sugiere.  Su  uso  esta  indicado  para  infecciones  documen- 
tadas bacteriológicamente,  preferiblemente  por  una 
biopsia  y cultivo  del  hueso  afectado.  Queremos  enfatizar 
que  la  bacteriología  de  drenajes,  fistulas,  etc.  no  refleja 
necesariamente  el  agente  causal  y que  cuando  lo  refleja  es 
en  menos  del  40%  de  los  casos.  El  surgimiento  durante  y 
antes  de  tratamiento  de  Staphylococcus  aureus  y 
Pseudomonas  aeruginosa  resistente  a ciprofloxacin  y otras 
quinolonas,  es  una  señal  para  evitar  el  uso  empírico  de 
estas. 

Conociendo  su  efectividad  y utilidad  es  responsabilidad 
del  médico  que  las  prescribe  saber  sus  indicaciones  claras, 
sus  efectos  secundarios  y sus  contraindicaciones.  En  el 
paciente  con  una  infección  en  hueso  documentada  radio- 
lógica y bacteriológicamente,  las  quinolonas  son  medi- 
camentos de  primera  líneas  si  la  bacteria  es  susceptible  a 
la  quinolona  a administrarse.  Este  paciente  debe  de 
informársele  de  la  interacción  de  las  quinolonas  y 
ciprofloxacina  en  particular  con  las  xantinas,  cafeína  y 
teofilina,  aumentando  la  toxicidad  de  estas.  Si  el  paciente 
toma  teofilina  debe  de  periódicamente  determinarse  las 
concentraciones  séricas.  La  absorpción  oral  de  ciproflo- 
xacina se  disminuye  por  antiácidos  que  contienen 
magnesio  o aluminio  a la  misma  vez  que  por  compuestos 
que  tienen  hierro  ya  sea  con  multivitaminas  o en  otros. 
Queremos  terminar  ubicando  a las  quinolonas  en  una 
justa  perspectiva  como  agentes  útiles  y efectivos  con  indi- 
caciones claras  que  pueden  disminuir  los  costos  de  los 
tratamientos  en  pacientes  con  osteomielitis  asociada  a 
enfermedad  periferovascular. 


Abstract:  Osteomyelitis  in  patients  with  peripheral 

vascular  insufficiency  (PVI)  has  several  characteristics 
which  make  its  management  a very  difficult  and  controver- 
sial one.  Generally  it  requires  a prolonged  course  with 
broad  spectrum  intravenous  antibiotics,  which  in  turn 
requires  hospitalization,  increased  risk  of  side  effects  and 
elevated  cost.  During  the  last  years,  the  investigators 
developed  the  fluoroquinolones,  which  may  help  to  simplify 
this  treatment.  These  agents  inhibit  the  synthesis  of  bacte- 
rial deoxyribonucleic  acid.  Ciprofloxacin  is  one  of  the  most 
active  of  them.  It  has  the  following  characteristics:  broad 
spectrum  of  action,  rapid  absorption  when  administered  by 
oral  route,  tolerated  well  by  the  patient,  may  be 
administered  only  twice  a day,  reach  therapeutic  concen- 
trations in  bone  and  it  was  more  effective  when  compared 
with  other  antibiotics  under  the  same  conditions.  Although 
the  development  of  resistance  against  it  has  been  clinically 
significant,  it  has  been  reported.  We,  the  physicians,  have 
the  responsibility  to  use  the  quinolones  correctly  to  avoid 
the  development  of  resistance.  Actually,  ciprofloxacin  is 
indicated  for  the  treatment  of  osteomyelitis  in  patients  with 
PVI,  if  it  is  bacteriologically  documented.  It  is  not  indicated 
for  empirical  use.  We  use  750mg  every  12  hours  during  3 to 
6 months.  We  have  not  been  presenting  ciprofloxacin  as  a 
panacea,  but  as  an  effective  alternative,  with  clear  indica- 
tions that  can  decreases  the  cost  of  the  treatment  of 
osteomyelitis  associated  with  PVI. 
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YOCON* 

YOHIMBINE  HCI 


Description:  Yohimbine  is  a 3a-15a-20B-17a-hyclroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkyiamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  it  is 
weaker  and  of  short  duration.  Yohimbine’s  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug.  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hormone 

Reportedly.  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any,  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage. 

Indications:  Yocon>  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac. 

Contraindications:  Renal  diseases,  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  information  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patients  in  general. 
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Case  Presentation 


Percutaneous  Nephrostolithotomy:  Alternative 
for  Patients  in  Renal  Failure  Secondary  to 
Bilateral  Staghorn  Calculi 

José  Allende,  MD 
Roberto  J.  Canto,  MD,  FACS 


Abstract:  Percutaneous  nephrostolithotomy  is  a well 

known  and  accepted  procedure  for  the  management  of  renal 
stones  and  particularly  for  debulking  of  staghorn  calculi. 
Herein  we  present  the  case  of  a patient  in  renal  failure  due 
to  bilateral  staghorn  calculi  who  was  rescued  from  dialysis 
after  bilateral  percutaneous  nephrostolithotomies. 

The  innovative  techniques  of  ureteroscopy,  percuta- 
neous nephrostolithotomy,  and  extra-corporeal 
shock  wave  lithotripsy  introduced  during  this  decade 
have  greatly  influenced  the  present  and  future  manage- 
ment of  urinary  calculus  disease.'  These  procedures  are 
well  accepted  for  their  rapid  convalescence,  low  morbi- 
dity and  cost  effectiveness.  Of  these,  percutaneous 
nephrostolithotomy  is  recognized  for  its  efficiency  in  the 
management  of  larger  stone  burden,  specifically  staghorn 
calculus.^ 

Among  other  indications  are  patients  with  multiple 
medical  illness  in  whom  the  risk  of  an  open  surgical  inter- 
vention out-weight  the  benefits.  Herein  we  present  a case 
of  a patient  rescued  from  renal  dialysis  after  bilateral 
percutaneous  nephrostolithotomies. 


Case  Report 

A 75  year  old  female  with  past  history  of  bilateral 
staghorn  calculi  known  to  have  undergone  bilateral 
anatrophic  nephrolithotomies,  presented  after  having 
been  lost  to  follow  up  for  8 years. 

Her  initial  complaints  were  suprapubic  pain,  nausea, 
vomiting,  fever  and  chills  accompanied  with  general 
malaise  and  anorexia.  Initial  laboratory  and  radiological 
data  revealed: 


From  the  Departmeni  of  Surgery,  Urology  Section,  University  of 
Puerto  Rico.  Medical  Sciences  Campus,  Rio  Piedras,  Puerto  Rico  00935 


BUN  82  m/dl 

Serum  creatinine  9.6  mg/dl 

Potassium  66.9  meg/L 

CO,  15  meg/L 

Sodium  I 19  meg/L 

Chloride  93  meg/L 

Creatinine  clearance  4.0  cc/min. 


Hematocrit  31.6% 
Urinalysis  WBC:  Loaded 
Bacteria:  Loaded 
RBC  2-5/HPF 
Arterial  blood  gases 
pH  7.22 

pCO,  22.5  mmHg 
pOj  101  mmHg 
Saturation  91.9% 

Base  excess  - 15  mm/1 


Staghorn  calculi  were  noted  bilaterally  on  KUB  (Fig.  1) 


Figure  1.  Staghorn  calculi  noted  bilaterally. 


The  patient  was  started  on  Kayexalate  1666  g p.o.  four 
times  daily  in  water  suspension  for  2 days.  Bicarbonate 
100  meq.  TV.  were  administered  on  2separate occasions, 
and  requiring  2 sessions  of  peritoneal  dialysis  for 
metabolic  stability.  Wide  spectrum  intravenous  antibiotic 
therapy  was  started  empirically:  Ceftizoxime  .5  g TV. 
q24  hour  x 12  days  (dosage  modified  to  patients  reduced 
renal  failure)  for  suspected  pyelonephritis  (subsequently 
confirmed  by  urine  culture  demonstrating  E.  Coli  — 
300,000  colonies). 
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During  hospitalization,  the  patient’s  general  clinical 
status  improved  and  underwent  A-V  fistula  formation 
for  chronic  hemodialysis.  The  Urology  service  was 
consulted  and  a renal  sonogram  was  obtained,  revealing 
some  preserved  renal  parenchyma.  Percutaneous  nephros- 
tolithotomy  was  advised  as  a last  resort  to  improve  renal 
function. 

Optimization  of  the  patient’s  general  status  and  correc- 
tion of  metabolic  problems  were  obtained  using  renal 
dialysis.  Following  adequate  therapeutic  intravenous 
antibiotics  the  patient  was  submitted  to  right  percutaneous 
nephrostolithotomy  with  ultrasonic  lithotripsy  using 
three  separate  tracts. 

There  were  no  intraoperative  complications.  Routine 
post  operative  radiological  evaluation  demonstrated  that 
a great  portion  of  the  right  calculus  had  been  removed. 
However,  a residual  3.5  x 2.0  cm.  fragment  remained  in 
the  lower  pole  (Fig.  2).  A nephrostogram  performed  72 
hours  later  revealed  no  evidence  of  extravasation  with  the 
residual  calculus  unchanged  (Fig.  3).  The  patient  was 
discharged  home  five  days  following  the  procedure. 


Figure  2.  A residual  3.5  x 2.0  cm  fragment  remaining  in  the  lower  pole 
with  3 nephrostomy  catheters  on  the  right  side.  A great  portion  of  the  right 
calculus  has  been  removed. 


Figure  3.  Two  of  three  right  nephrostomy  catheters  have  been  removed. 
Residual  calculus  is  unchanged.  No  extravasation  was  observed  and 
contrast  was  seen  promptly  in  the  urinary  bladder. 


Three  weeks  later,  the  patient  returned  for  surgery,  on 
this  occasion,  no  pre-operative  dialysis  was  required  and 
she  was  submitted  to  a bilateral  percutaneous  nephrosto- 
lithotomy utilizing  one  tract  for  right  residual  stone  and 
three  tracts  for  the  left  renal  unit.^ 

Post  operative  radiological  evaluation  revealed  a small 
(2mm)  calcification  in  the  lower  pole  region  of  the  right 
kidney  with  residual  2 cm  x 1.5  cm  calcification  in  the 
upper  pole  region  and  a second  1.3  cm  x 6 mm  calcifica- 
tion in  the  mid  inferior  pole  of  the  left  kidney  (Fig.  4). 
A bilateral  nephrostogram  was  performed  48  hours  after 
the  procedure  revealing  no  evidence  of  extravasation 
with  prompt  drainage  into  urinary  bladder  on  both  sides. 
She  had  a remarkable  post  operative  recovery  and  was 
dicharged  home  on  the  fifth  post  operative  date. 


Figure  4.  A stented  right  malecot  nephrostomy  catheter  is  seen  in  place.  A 
tiny  2 mm  calcification  is  seen  in  the  lower  pole  region  of  the  right  kidney. 
In  the  left  side,  there  are  two  nephrostomy  catheters  in  place.  A 2 
cm  X 1.5  cm  calcified  density  is  seen  proyecting  in  the  upper  pole  region 
of  the  left  kidney.  A second  calcified  density  is  seen  proyecting  into  the 
lower  calyx. 


Discussion 

Endourological  stone  manipulation,  particularly  via 
the  percutaneous  route,  is  well  known  for  its  potential  in 
reversing  renal  failure.''  The  techniques  are  well  establi- 
shed in  acute  renal  failure  secondary  to  ureteral  obstruc- 
tion where,  if  performed  promptly,  renal  function  can  be 
salvaged.^ 

Renal  failure  due  to  staghorn  calculi  posesa  particular 
challenge  to  the  endourologist  due  to  the  large  stone 
burden,  as  well  as  the  persistent  urinary  tract  infection. 
Moreover,  these  patients  are  usually  elderly,  with  general 
physical  deterioration.  Due  to  these  factors,  timing  is  of 
great  importance  since  invasive  procedures  should  be 
performed  before  irreversable  damage  occurs.  The  socio- 
economical  implications  resulting  from  the  aggressive 
treatment  of  these  patients  are  evident,  as  long  as  it  con- 
tributes to  maintaining  this  population  away  from  renal 
dialysis,  as  well  as  active  and  productive  in  their  commu- 
nities. 


130 


José  Allende,  A//).  e¡  a! 


Voi  H2  Num.  3 


In  the  case  presented,  where  renal  failure  was  secondary 
to  a combination  of  obstruction  and  the  superimposed 
infection,  prompt  renal  function  improvement  occured 
following  percutaneous  nephrostolithotomy. 

This  patient  initially  presented  with  a creatine 
clearance  of  4.0  cc/min.  stabilizing  at  14.4  cc/min.  after 
percutaneous  treatment  of  renal  calculi.  She  has  been 
followed  for  22  months  demonstrating  remarkable 
improvement  in  clinical  status  and  remaining  off  dialysis, 
and  although  she  has  continued  with  persistent  urinary 
tract  infection,  she  has  not  had  any  further  septic 
episodes. 

We  definitely  think  that  this  method  of  management 
should  be  available  as  an  alternative  to  patients  who  are 
metabolically  unstable,  and  in  whom  this  procedure  may 
be  performed  with  relatively  low  morbidity  and 
mortality. 
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M€DICñL  ñspeas 

OF  NUTRITION 

A Study  on  Diet,  Nutrition  and  Disease  in  the 
People’s  Republic  of  China* * 

Part  I 

T.  Colin  Campbell,  Ph.D.** 


In  130  locations  in  the  People’s  Republic  of  China,  a 
comprehensive  survey  of  diet  and  disease  relation- 
ships was  undertaken.  This  1983-84  survey  was  sponsored 
by  the  Academy  of  Preventive  Medicine  and  the 
Academy  of  Medical  Sciences  in  China  in  collaboration 
with  Cornell  University  in  the  United  States  and  the 
University  of  Oxford  in  England.  Since  then,  various 
biological  samples,  including  blood,  urine  and  food,  have 
been  analyzed  for  a variety  of  nutritional  and  metabolic 
factors  in  two  dozen  laboratories  and  data  have  been 
prepared  for  publication.' 

The  study  was  focused  on  an  investigation  of  the  rela- 
tionship between  selenium,  other  nutrients  and  cancer 
mortality  rates.  It  was  expanded  into  a comprehensive 
study  of  the  relationships  between  dietary  and  other  life- 
style characteristics  and  about  four  dozen  cancer  and 
noncancer  mortality  rates.  Originally  funded  by  the  U.S. 
National  Cancer  Institute  in  the  spring  of  1983,  it  later 
received  substantial  support  from  the  Chinese  Academy 
of  Preventive  Medicine  and  the  Chinese  Academy  of 
Medical  Sciences  (approximately  550  person-years  of 
technical  and  professional  labor  for  the  full  six  years  of 
the  project),  in  addition  to  funds  from  the  Imperial 
Cancer  Research  Fund  (U.K.),  the  American  Institute  for 
Cancer  Research,  the  U.S.  Food  and  Drug  Administration 
and  several  American  private  industry  sources. 

Because  of  the  size  and  scope  of  this  project,  the 
following  report  will  be  presented  in  two  parts.  Part  I 
will  review  the  rationale  and  justification  for  the  study 
while  Part  II  will  report  some  of  the  more  interesting 
features  of  the  data. 


Division  of  Nutritional  Sciences  Cornell  University  Ithaca.  New  York 
14853 

*Contemporary  Nutrition.  Vol.  14.  No.  5.  1989.  Reprinted  with 
permission  from.  General  Mills.  Inc.  Minneapolis.  Minnesota. 

** Division  of  Nutritional  Sciences  Cornell  University,  Ithaca.  New 
York  14853 


Rationale  for  Comprehensive  Study  of  Diet  and 
Disease  Relationships 

Twenty-five  hundred  years  ago,  Hippocrates  said, 
“Who  ever  gives  these  things  (food)  no  consideration  and 
is  ignorant  of  them,  how  can  he  understand  the  diseases 
of  man?”  Two  and  a half  millennia  would  seem  to  be  a 
rather  long  time  for  this  view  to  be  valued. 

As  suggested  by  Hippocrates,  it  would  seem  that 
dietary  and  nutritional  habits  have  loomed  much  larger 
in  disease  causation  than  has  been  generally  appreciated. 
Even  for  many  of  the  disease  scourges  of  the  past  (tuber- 
culosis, smallpox,  diptheria,  polio,  pneumonia,  measles, 
typhoid,  influenza,  scarlet  fever  and  whooping  cough), 
mortality  rates  were  not  brought  under  control  through 
treatment  with  miracle  drugs  as  popularly  believed.  For 
each  of  these  diseases,  mortality  rates  had  already 
substantially  declined  when  drugs  were  introduced;  at 
most,  only  a few  percent  of  the  total  decrease  can  be 
attributed  to  modern  medical  treatments.^  Better 
sanitation  and  improved  nutrition  are  credited  with  the 
declines. 

Though  many  investigators  now  recognize  the  influence 
of  food  on  various  diseases,  controversy  abounds  on  the 
extent  of  this  effect.  Claims  and  counter-claims  about  the 
health  benefits  and  hazards  of  various  foods  are 
commonplace.  Do  some  foods  have  special  value?  Are 
dietary  recommendations  for  the  avoidance  of  one 
disease  consistent  with  the  avoidance  of  other  diseases? 
Are  recommendations  appropriate  for  entire  populations 
or  only  for  particularly  susceptible  individuals? 

Scientific  documentation  answering  these  questions 
has  been  very  difficult  to  obtain,  especially  the  kind 
around  which  consensus  begins  to  form.  One  line  of 
investigation  suggests  that  evidence  is  not  sufficient  for 
serious  dietary  recommendations  until  mechanisms  are 
identified  and  understood.  However,  this  logic  is  rather 
nihilistic.  If  this  were  necessary,  then  it  should  also  be 
reasonable  to  require  a full  mechanistic  accounting  of  the 
effect  of  the  same  food  constituent  upon  other  diseases  as 
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well.  Such  logic  contradicts  the  true  complexities  of  bio- 
logy and  discourages  hope  of  public  health  progress  ever 
being  made.  In  contrast,  when  the  results  from  such 
narrowly  focused  experiments  are  used  to  justify  food 
recommendations  and  claims,  the  information  produced 
is  too  often  out  of  context.  In  other  words,  what  appears 
to  be  useful  dietary  or  nutritional  informatio  for  the  pre- 
vention of  one  disease  may  be  counterproductive  for  the 
prevention  of  others.  If  is  too  often  forgotten  that  the 
main  criteria  for  reliability  of  dietary  recommendations 
is  that  of  prediction.  The  chief  public  health  question  is 
whether  or  not  the  hypothesized  outcome  is  reliably 
predicted  by  a give  dietary  change  and  that  this  predic- 
tion makes  no  demand  on  knowledge  about  mechanisms. 

An  alternative  experimental  strategy  to  obtain  reliable 
information  pertaining  to  the  effect  of  food  choices  upon 
disease  processes  is  to  test  directly  the  relevant  food 
constituent  in  human  intervention  trials.  Although  many 
have  cited  this  experimental  strategy  as  providing 
evidence,  one  difficulty  is  similar  to  that  which  studies 
mechanisms.  Once  again,  the  test  material  is  studied  out 
of  context.  This  difficulty  is  particularly  troublesome  in 
studies  of  diseases,  such  as  cancer,  diabetes  and  heart 
disease,  where  a great  number  of  dietary  causes  are 
known  to  operate.  The  observed  reponse  (outcome) 
affected  by  the  test  substance  only  applies  to  the  experi- 
mental conditions  selected  for  the  study.  Other  condi- 
tions and  the  possible  occurrence  of  adverse  responses 
mitigate  against  the  extrapolation  of  the  experimental 
results  to  the  larger  population. 

An  evaluation  of  dietary  effects  upon  disease  occur- 
rence must  include  the  broad  perspective  of  diet  and 
disease  relationships.  As  many  diet  and  disease  combina- 
tions as  possible  should  be  studied  simultaneously.  One 
way  to  accomplish  this  objective  is  to  undertake  a human 
intervention  trial,  using  a complete  change  of  dietary 
habits  for  the  test  group.  A second  method  is  to  examine, 
prospectively  for  individuals,  the  comprehensive  effects 
of  diet  upon  the  full  panoply  of  metabolic  and  disease 
processes.  A third  method  is  to  examine  food  and  disease 
associations  in  populations  where  there  are  great  diffe- 
rences between  the  experimental  study  units.  Although 
different  in  study  design,  these  three  protocols  share 
common  features.  Whether  or  not  it  is  in  reference  to  an 
individual  or  to  a subunit  of  the  population,  the 
experimental  study  unit  would  exhibit  stable  characteris- 
tics so  that  one  or  two  measurements  of  these  characteris- 
tics give  a reliable  result.  Furthermore,  with  each 
protocol,  there  should  be  considerable  heterogeneity 
between  study  units  to  give  a greater  probability  to  detect 
important  associations.  And  finally,  a comprehensive 
number  of  characteristics  should  be  examined. 

Study  Design 

On  the  basis  of  previous  data  that  demonstrate  that 
cancer  occurs  locally  in  China,^  an  ecological  survey  of  65 
mostly  rural  counties  was  undertaken  in  the  fall  of  1983. 
This  survey  included  two  villages  in  each  county,  so  that 
homogeneity  of  dietary  and  life-style  practices  within 
counties  could  be  compared  with  the  assumed  heteroge- 
neity between  counties.  The  survey  included: 


• Analyses  of  blood  samples  collected  from  all  survey 
individuals  aged  35  to  64  years  (25  women  and  25 
men  in  each  village). 

• Questionnaire  information  on  life-style  practices 
(smoking,  reproductive,  food-frequency  histories, 
etc.). 

• Analyses  of  urine  samples  collected  from  one  of  two 
villages  in  each  county. 

• A three -day  actual  measurement  of  food  intake  in  the 
same  village  of  each  county. 

• Analyses  of  a composited  sample  of  the  major  foods 
eaten  in  the  survey  counties. 

A total  of  367  items  of  information  were  compiled  on 
the  6,500  adult  participants  and  their  families,  including 
intakes  and  metabolic  indicators  of  nutritional  status  and 
a variety  of  viral,  toxic  chemical  and  demographic 
characteristics  to  correspond  to  the  1973-75  cancer  and 
non-cancer  mortality  rates. ^ 

As  mentioned  previously,  a good  ecological  study  must 
satisfy  certain  criteria,  particularly  if  it  is  to  provide 
information  on  a broad  perspective.  Firts,  it  must  be  sta- 
tistically sensitive.  In  this  study,  there  is  marked  hetero- 
geneity of  disease  rates  between  counties  (some  cancer 
rates  differ  by  several  dozen,  even  100-fold;  comparable 
U.S.  ranges  might  be  only  2-to  3-fold).  Second, 
measurements  in  each  county  must  reliably  represent  the 
entire  county.  In  this  study,  about  85%  of  the  variables 
measured  in  both  communes  were  statistically  correlated. 

Third,  residency  must  be  stable.  In  this  study, 
90%-94%  of  the  survey  participants  were  born  in  the 
county  where  they  lived  at  the  time  of  the  survey.  Fourth, 
dietary  habits  recorded  in  1983  should  be  representative 
of  the  prior  two  to  three  decades.  In  this  study,  it  was 
observed  that  the  relatively  few  types  of  foods  consumed 
in  each  county  were  produced  locally  and  have  been  used 
for  many  generations  because  of  the  relatively  invariant 
geoclimatic  production  conditions  unique  for  each 
county. 

Apart  from  satisfying  these  criteria,  this  study  includes 
nutrient  intake  levels  and  associated  metabolic  parame- 
ters beyond  the  ranges  typically  observed  in  the  West. 
This  of  particular  value,  given  the  recent  recommenda- 
tions to  change  dietary  habits  in  the  West,  which  could 
yield  nutrient  intakes  and  metabolic  characteristics 
similar  to  those  of  China.  The  consequences  of  such 
dietary  recommendations  must  be  established.  It  should 
be  noted  that  most  nutritional  principles  and  concepts 
published  in  textbooks  and  references  have  been  based  on 
relatively  narrow  ranges  of  Western  experience. 

As  previously  discussed,  a variety  of  dietary  and  other 
life-style  and  demographic  characteristics  were  recorded. 
Nutrient  status  was  either  measured  by  intake  and/or  by 
various  biological  (metabolic)  markers.  Intakes  of 
nutrients  (Ca,  P,  Fe,  retinoids,  carotenoids,  thiamin, 
riboblavin,  niacin,  vitamin  C,  calories,  fat  and  protein) 
were  obtained  ove  a three -day  period  by  directly  measur- 
ing food  consumption  for  the  entire  household,  then 
calculating  intakes  with  the  use  of  Chinese  food 
composition  tables.  Thirty  households,  with  an  average 
of  six  members  per  household,  were  surveyed  in  each 
county.  Intakes  of  the  family  were  standardized  for  a 
“reference  man”,  who  is  defined  as  adult  male,  19  to  59 
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years  of  age,  65  Kg  of  body  weight  and  undertaking  very 
light  physical  work.  In  two  otherfood-intake  procedures, 
the  frequency  of  consumption  of  various  foods  was 
recorded  for  each  of  the  adults  who  gave  blood.  The 
“reference  man”  intakes  of  plant-food  constituents  were 
obtained  by  analysis  of  the  collected  foods.  Intakes  of 
fourteen  fiber  and  complex  carbohydrate  fractions  were 
obtained  by  direct  analysis  of  the  plant  foods. 

The  intakes  of  other  constituents  of  plant  foods  (about 
90%  of  total  calorie  intake)  included  minerals  (Ca,  Cu, 
Fe,  K,  Mg,  Na,  P,  Se  and  Zn),  heavy  metals  (As,  Cd,  Hg, 
Pb)  and  a few  significant  pesticide  residues.  Nutritional 
metabolic  status  was  measured  with  a variety  of  plasma 
constituents  (various  cholesterol  components,  indicators 
of  vitamin  and  antioxidant  status,  trace  minerals  and 
routine  clinical  measurements).  Riboflavin  and  antio- 
xidant status,  in  addition  to  fatty-acid  profiles  of  red 
blood  cell  membranes  and  phosphatidylcholine,  were 
determined.  Vitamin  excretion  products  and  trace 
minerals  were  measured  from  urine  samples. 

Other  markers  of  metabolic  and  disease  status 
included  age-dependent  profiles  for  various  hormones 
(estradiol,  sex  hormone-binding  globulin,  testosterone 
and  prolactin)  and  a few  putatively  significant  cancer- 
related  infections  (Epstein-Barr  virus,  herpes  simplex 
virus,  hepatitis  B virus  and  Candida). 

Other  nonnutritional  indicators  included  plasma 
cotinine  (nicotine  metabolite  as  an  indicator  of  smoking), 
urinary  aflatoxin  metabolites,  urinary  orotidine  (nucleic 
acid  metabolite),  urinary  nitrate  and  nitrine,  urinary 
thioethers  (indicative  of  exposure  to  enzyme-activated 
chemical  carcinogens)  and  a variety  of  nitrosamines 
before  and  after  administration  of  vitamin  C.  These 
latter  nitrosamines  were  mostly  obtained  in  a separate 
1984  study  within  this  same  cohort. 


Nondietary  information  was  also  recorded,  including 
alcohol  and  tobacco  usage,  marriage  and  reproductive 
history,  birhplace,  age,  height,  weight,  water  source, 
family  history  of  cancer  and  geographic  and  climatic 
features  of  the  survey  counties.  In  addition,  other  data 
recently  published  elsewhere  for  these  counties  on 
demographic  and  socio  economic  status  were  also 
included.** 

Although  uniquely  comprehensive  (about  135,000 
bivariate  scatter  plots  and  over  9,000  statistically 
significant  bivariate  correlations  are  available),  it  is  not 
yet  clear  how  satisfactory  the  analysis  of  multiple  factor 
effects  will  be  upon  disease  risk,  given  the  limited  number 
of  survey  counties  (65).  More  complete  evaluations  of  the 
virtually  unlimited  interactions  between  different  disease 
causes  may  have  to  await  the  addition  of  still  more 
dietary  and  life-style  studies  of  disease  mortality  rates. 
The  data  obtained  from  this  series  of  studies  will  be 
published  in  the  original  form  so  it  will  be  possible  for 
investigators  to  analyze  the  data  from  various  vantage 
points. 
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The  American  physician  isn't  extinct.  But  your  freedom  to 
practice  is  endangered.  Increasing  government  interven- 
tion is  threatening  the  quality  of  medicine  — and  your  right  to 
function  as  an  independent  professional.  The  government, 
responding  to  myriad  cost-containment  pressures,  has  taken 
a greater  role  in  legislating  reimbursement  methods,  payment 
levels  and  even  access  to  care. 

You  can  fight  back.  The  American  Medical  Association  is 
your  best  weapon.  No  other  organization  can  so  effectively 
reach  the  national  policymakers  who  will  help  determine 
your  future  and  the  future  of  medicine. 

Join  the  AMA.  We're  fighting  for  you  — and  your  patients. 
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THE  UNITED  STATES  ARMY  RESERVE 

HEALTH  CARE  PROFESSIONALS 
BONUS  TEST  PROGRAM 

$10,000  - $20,000  - $30,000 

The  1989  National  Defense  Authorization  Act  requires  that  the  Department  of 
Defense  conduct  a test  to  determine  the  effectiveness  of  a recruitment  bonus  to  attract 
health  care  professionals  to  the  Selective  Reserve  of  the  Army. 

The  Bonus  Test  Program  is  scheduled  to  begin  on  or  about  August  1,  1989  and  will  be 
offered  to  physicians  in  the  following  specialties: 

ANESTHESIOLOGY 
ORTHOPAEDIC  SURGERY 
and 

GENERAL  SURGERY 

(Including  selected  subspecialties) 

Applicants  must  be  board  certified  or  meet  all  requirements  for  board  candidacy  in  one 

of  the  above  specialties. 

BONUS  ELIGIBILITY:  In  addition  to  meeting  all  criteria  for  appointment  as  a medical 
corps  officer  in  the  US  Army  Reserve,  Bonus  Test  applicants  must  be  civilians  and  if 
prior  service,  discharged  before  28  April  1989. 

BONUS  AMOUNTS:  The  test  will  offer  $10,000  bonus  for  each  year  of  affiliation  with 
the  Selected  Reserve  of  the  Army,  up  to  a maximum  of  3 years.  Physicians  must 
choose  1,  2,  or  3 years  of  affiliation  at  time  of  application.  Bonuses  will  be  paid  annually 
at  the  beginning  of  each  year  of  agreed  affiliation. 

TEST  PARAMETERS:  The  design  of  the  test  stipulates  that  bonuses  be  offered  in 
certain  geographic  areas.  To  qualify,  applicants  must  reside  within  those  areas  at  the 

time  of  accession. 

TO  FULLY  DETERMINE  YOUR  ELIGIBILITY  FOR  THIS  PROGRAM 

PLEASE  CONTACT: 

ARMY  RESERVE  HEALTH  CARE  TEAM 
SANTA  CRUZ  MEDICAL  BLD.,  N0.73,  BOX  107,  BAYAMON,  PR  00619 
OR  CALL:  (809)  798-8099  or  8853  COLLECT 
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Dr.  LaSalle  D.  Leffall.  past  president,  American  Cancer  Society. 


“If  everyone  over  50  had  checkups  for  colorectal  cancer, 
the  cure  rate  could  be  as  high  as  75%’’ 


“If  more  people  had  colorectal  cancer  checkups, 
more  people  could  be  cured,”  says  Dr.  LaSalle  D.  Leffall, 
Jr.,  M.D.,  F.A.C.S.,  Professor  and  Chairman  of  the  Depart- 
ment of  Surgery,  Howard  Liniversity  Hospital,  Washing- 
ton, D.C.  “It’s  that  simple.  You  can't  cure  it  if  you  don't 
know  you  have  it.”  But  if  it’s  detected  early,  the  cure  rate 
for  colorectal  cancer  is  very  high.  Your  doctor  can  per- 
form the  digital  and  proctoscopic  exams,  and  you  take 
care  of  the  simple  stool  blood  test  at  home. 

The  present  cure  rate  is  44%.  We  believe  it  could  be 
at  least  31  % higher.  Since  men  and  women  are  equally 
affected  by  this  disease,  we  urge  everyone  over  50  to  get 
regular  checkups  at  the  intervals  specified  in  the  box  on 
the  right. 

Fact  is,  there  will  be  1 30,000  new  cases  of  colorectal 
cancer  this  year.  You  can  help  us  cure  75%  of  them. 

If  you  are  not  in  the  age  group  affected,  please  pass 


this  information  on  to  someone  you  know  who  is.  The 
warning  signs  for  colorectal  cancer  are:  a change  in  bowel 
habits  and  blood  in  the  stool. 

People  with  a family  history  of  colon  or  rectal  cancer 
or  ulcerative  colitis  are  at  higher  risk  and  are  urged  to  be 
doubly  cautious. 

Help  us  raise  the  cure  rate. 


Colorectal  Cancer  Checkup  Guidelines  for  men  and 
women  over  50  without  symptoms: 

• Digital  exam  every  year 

• Stool  blood  test  every  year 

• Procto  exam  every  3 to  5 years  after  2 initial  negative 
tests  1 year  apart. 


No  one  faces 

cancer  alone. 


AMERICAN  CANCER  SOQETY® 


QUICKER  DRUG  TREATMENT  NEEDED 
FOR  HEART  ATTACK  VICTIMS 


Early  delays  in  treating  heart  attack  victims  with 
therapeutic  drugs,  both  before  and  during  hospitaliza- 
tion, are  hurting  their  chances  for  survival,  according  to  a 
report  in  JAMA. 

I Two  major  factors  contribute  to  the  delays;  a patient’s 
* resistance  to  seek  medical  help  and  the  time  lags  between 

treatment  in  a hospital’s  emergency  and  coronary  care 
departments,  concludes  Scott  Sharkey,  MD,  of  the 
I Division  of  Cardiology,  Hennepin  County  Medical 
Center,  Minneapolis,  Minn.,  and  colleagues.  They 
tracked  the  progress  of  236  patients  in  four  metropolitan 

IMinneapolis-St.  Paul  hospitals  between  1986  and  1988. 
“Part  of  the  treatment  delay  is  caused  by  the  patient’s 
reluctance  to  seek  medical  attention,”  the  authors  write. 
“Intensive  public  education  may  help  the  patient  with 
I chest  pain  understand  the  importance  of  seeking  early 
medical  attention.” 

But  they  add  it  takes  less  time  for  a patient  to  get  to  the 

■ hospital  once  a heart  attack  is  suspected  (65  minutes) 
than  it  does  for  the  hospital  staff  to  begin  drug  therapy 
(81  minutes). 

I The  236  patients  who  faced  in-hospital  delays  were 

I treated  with  intravenous  tissue-plasminogen  activator 
(TPA)  for  acute  heart  attacks.  The  average  time  interval 
between  the  first  symptoms  of  a heart  attack  and  TPA 
j treatment  was  2.6  hours,  according  to  the  authors. 

They  refer  to  an  earlier  Italian  study  which  concluded 
the  quicker  the  TPA  drug  therapy  begins,  the  more 
patients  lived. 

It  showed  “patients  treated  within  one  hour  of  the 
onset  of  symptoms  benefited  from  a 47  percent  reduction 
of  in-hospital  mortality.  By  contrast,  patients  treated 
1 within  three  to  six  hours  realized  only  a 17  percent 
reduction  in  mortality.” 

In  the  authors’  study,  patients  waited  an  average  of 
nearly  20  minutes  in  a hospital’s  emergency  department 
before  the  first  electrocardiogram  (ECG)  was  obtained. 
Then,  if  a heart  attack  was  confirmed,  another  70  minutes 
passed  before  the  TPA  was  started. 


Two  main  recommendations  arise  from  this  study. 

The  authors  suggest  that  TPA  be  administered  in  a 
hospital  emergency  room  immediately  following  an 
initial  electrocardiogram  confirms  a heart  attack  is  or  has 
taken  place.  “The  patient  with  acute  myocardial  infarc- 
tion must  be  treated  with  the  same  sense  of  urgency  as  a 
trauma  victim,”  the  authors  write. 

If  in-hospital  delays  cannot  be  eliminated,  then  pre- 
hospital TPA  treatment  by  trained  paramedics  should  be 
considered,  the  authors  suggest. 

JAMA  December  8,  ¡989 


STUDY:  HIP  FRACTURES  IN  ELDERLY  INCREASE 
WITH  USE  OF  LONG-LASTING  TRANQUILIZERS 


Elderly  people  who  use  certain  minor  tranquilizers  are 
70  percent  more  likely  to  fracture  their  hips  in  falls  than 
those  who  don’t  take  similar  medications,  a report  in 
JAMA  says. 

And  the  risk  continues  to  persist  after  a month  of  drug 
therapy,  according  to  authors  Wayne  Ray  PhD,  of  the 
Department  of  Preventive  Medicine,  Vanderbilt  Univer- 
sity, Nashville,  Tenn.,  and  colleagues.  They  compare  the 
records  of  elderly  patients  takin  long  and  short  half-life 
tranquilizers  (benzodiazepines). 

In  this  study,  long  half-life  tranquilizers  are  defined  as 
lasting  more  than  24  hours  while  their  short  half-life 
counterparts  last  less  than  24  hours.  The  authors  assert 
those  patients  65  years  of  age  or  older  who  use  the  long 
half-life  drugs  are  more  likely  to  fracture  their  hips. 

“The  effects  of  an  evening  hypnotic  dose  of  a long  half- 
life  benzodiazepine  are  thus  more  likely  to  persist  into 
the  next  day,”  the  authors  write. 

The  researchers  studied  4501  cases  of  elderly  residents 
in  the  Canadian  province  of  Saskatchewan  during  an 
eight-year  span  from  1977  to  1985.  They  said  their 
findings  were  not  altered  by  sex,  age,  calendar  year, 
nursing  home  residence  or  hospitalization.  And  a 
medical  review  of  189  suggested  the  study’s  findings  were 
not  changed  by  the  existence  of  dementia,  ambulatory 
status  or  body  mass,  the  authors  added. 

The  long  half-life  tranquilizers  in  the  study  included 
Valium,  Dalmane  and  Librium.  Short  half-life  medica- 
tions included  Xanax,  Ativan  and  Serax.  Ray  and  his 
colleagues  write  the  was  “no  increased  risk”  of  hip 
fractures  among  elderly  patients  in  the  study  who  took 
short  half-life  tranquilizers. 

Based  on  the  study’s  conclusions,  the  authors  urge  long 
half-life  tranquilizers  be  “prescribed  sparingly”  for  older 
patients.  But  they  add  their  and  others’  studies  show  one- 
third  of  elderly  nursing  home  patients  are  prescribed  the 
longer  lasting  drugs. 

For  example,  a recent  study  of  Massachusetts  Interme- 
diate Care  Facilities  found  30percent  of  elderly  patients 
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who  were  taking  tranquilizers  were  consuming  the  long 
half-life  benzodiazepines,  the  authors  write. 

“Given  the  serious  medical,  social  and  economic 
consequences  of  hip  and  other  fall-related  fractures, 
further  measures  to  reduce  the  use  of  long  half-life 
benzodiazepines  ini  geriatric  practice  are  needed,”  the 
authors  conclude. 

JAMA  December  15,  1989 


STUDY:  EXERCISE  MORE  EFFECTIVE  THAN 
DIETING  IN  MEN’S  LONG-TERM  WEIGHT  LOSS 


Consistent  aerobic  exercise  works  better  in  maintaining 
a man’s  long-term  weight-loss  program  than  does  one 
based  solely  on  dieting,  conclude  a study  in  December’s 
Archives  of  Internal  Medicine.  The  authors,  Abby  King, 
PhD,  of  the  Stanford  University  School  of  Medicine, 
Palo  Alto,  Calif.,  and  colleagues,  studied  the  weight  loss 
patterns  of  155  men  between  the  ages  of  30  to  59  to 
determine  effective  methods  of  successful  weight  loss  and 
maintenance.  A year  and  a half  into  the  study,  dieters 
gained  back  more  weight  (8.51  lbs.)  than  exercisers  (4.77 
lbs.),  the  authors  write.  But  without  continued  supervi- 
sion, the  authors  caution,  both  groups  regained  signifi- 
cant amounts  of  their  original  weight. 


LAB  REPORTS  FOR  HIV-1  OFTEN 
CONFUSING,  WRONG 


Some  laboratories  may  be  issuing  confusing,  and  in 
some  cases  erroneous,  blood  test  results  for  the  human 
immunodeficiency  virus  associated  with  AIDS,  a study  in 
JAMA  concludes. 

In  a blind  study  focusing  on  simulated  serum  samples 
sent  to  14  different  laboratories  for  testing  and  confir- 
mation, Abram  S.  Benenson,  MD,  of  the  Graduate 
School  of  Public  Health,  San  Diego  State  University, 
Calif.,  and  colleagues  found  significant  contradictions  in 
the  subsequent  reports. 

For  example,  half  of  the  laboratories  reported  as 
“indeterminate”  a sample  that  actually  was  positive  for 
HIV  antibodies,  the  authors  say.  One  lab  made  that 
determination  without  confirming  it,  they  add.  They 
study  also  says  the  results  were  obscured  or  intermingled 
with  incorrect  information  such  as  identifying  the  HlV-1 
agent  as  HTLV-III  (human  T-cell  Ivmphotropic  virus  tvp 
e III). 

“A  false-positive  report  to  a patient  is  potentially 
tragic  and  largely  preventable,”  the  authors  write.  “A 
false-negative  report  has  serious  potential  public  health 
significance  because  the  person  may  then  continue  to 
infect  others  through  high-risk  sexual  or  drug-using 
practices,  or  by  serving  as  a blood  donor  and  would  not 
obtain  available  effective  medical  treatment.” 

For  the  study,  three  serum  samples  were  prepared  by 
the  California  Department  of  Health  Services,  Berkeley, 


and  the  labs  receiving  them  for  HIV  antibody  testing 
were  told  they  came  from  seven  hospitals,  six  clinics  and 
one  physician. 

One  specimen  was  negative  in  presubmission  antibody 
tests;  the  second  gave  false-positive  results  when 
challenged  by  certain  tests;  and  the  third  specimen  had 
confirmed  HIV  antibodies,  the  authors  write.  Sample 
specimens  also  were  sent  to  1 1 “referee”  laboratories 
with  expertise  in  HIV  testing. 

In  their  results,  the  authors  note  while  all  of  the  labo- 
ratories reported  the  first  specimen  as  nonreactive,  two 
reported  the  second  (false-positive)  specimen  as  reactive 
to  enzyme  immunoassay  (ElA)  and,  after  another  test, 
the  Western  blot,  had  been  performed,  both  reported  that 
the  serum  had  indeterminate  results.  EIA  testing  is  the  m 
most  widely  used  serologic  test  for  detecting  HIV-1  anti- 
bodies while  Western  blot  is  the  standard  confirmatory 
test. 

“These  results,  obtained  from  a small  number  of  labo- 
ratories, highlight  major  problems  associated  with  HIV 
testing,  interpretation,  and  reporting  of  results,”  the 
authors  write. 

At  least  one  report  left  interpreting  the  test  up  to  the 
physician  while  other  lab  results  were  so  confusing  that  a 
physician  would  not  know  if  the  resulting  test  were 
positive  or  negative  or  represented  an  EIA  screen  or 
Western  blot  confirmation,  the  authors  continue.  They 
note  an  “important  concern”  was  that  one  laboratory 
rendered  a positive  report  based  only  on  the  first  El  A test 
while  two  others  marked  “Final  Report”  on  EIA  results 
before  Western  blot  testing  was  complete. 

“A  presumptive  report  may  be  justified  if  rendered  to  a 
physician  who  is  an  expert  on  the  HIV  problem  and  is 
dealing  with  a high-risk  population  or  specifically 
requests  only  this  service,”  the  authors  conclude.  “But 
even  in  such  situations,  the  reports  should  stress  that  the 
result  is  only  presumptively  positive  and  these  results  be 
supported  by  repeated  EIA  and  a supplemental  test.” 

A second  problem,  add  the  authors,  is  the  inconsistent 
criteria  used  to  interpret  the  Western  blot  test.  They 
contend  all  of  the  HIV-positive  specimens  would  have 
been  declared  positive  if  the  laboratories  had  used 
standardized  criteria  been  used. 

“Physicians  and  laboratories  share  responsibility  for 
establishing  efficient  and  effective  communication  of  test 
results,”  the  authors  say.  “If  the  report  is  not  clear  to  the 
physicians,  they  must  expend  valuable  time  in  consulta- 
tion with  laboratory  personnel.  By  demanding  that  the 
results  from  the  laboratories  be  clear, concise,  and  under- 
standable, physicians  provide  input  into  the  report 
content  and  format.” 

In  an  accompanying  editorial,  D.  Peter  Drotman,  MD, 
MPH,  and  Ronald  O.  Valdiserri,  MD,  of  the  Centers  for 
Disease  Control,  Atlanta,  Ga.,  say  the  “important 
message”  from  the  Benenson  study  is  that  ensuring 
quality  of  HIV  testing  encompasses  more  than  the  actual 
analytic  process.  Events  occurring  after  the  tests  are 
completed  also  can  contribute  to  faulty  control  or  an 
inaccurate  reading.  To  provide  appropriate  counseling, 
physicians  m\ist  be  able  to  understand  and  interpret 
testing  results. 

“We  enthusiastically  endorse  the  suggestions  made  by 
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Benenson  et  al  that  laboratory  results  be  reported  clearly 
and  concisely,  that  physicians  be  afforded  the  opportu- 
nity to  provide  input  into  the  report  format  design 
process,  and  that  physicians  consider  clarity  of  the 
reporting  of  results  in  choosing  or  contracting  with  a 
laboratory  service,”  they  conclude. 

The  Centers  for  Disease  Control  estimate  nearly  1,000 
U.S.  laboratories  performed  between  23  million  and  32 
million  HlV-1  tests  in  1988.  Many  of  these  tests  were 
required  for  military  service  or  before  donating  blood, 
but  the  number  of  voluntary  clinical  tests  is  also  rising, 
the  editorial  writers  add. 

In  the  Morbidity  and  Mortality  Weekly  Report 
reprinted  in  this  week’s  JAMA,  the  U.S.  Public  Health 
Service  recommends  no  positive  results  be  released  to 
patients  before  a second  confirmatory  test  is  performed. 
“As  the  HIV/AIDS  epidemic  continues,  additional  tests 
of  higher  specificity  will  be  needed  to  decrease  the 
number  of  false-positive  reactions  and  to  permit  correct 
diagnosis  of  HIV  infection,”  the  report  says. 

./AM A December  22,  1989 

CHILDHOOD  HYPERACTIVITY  LINKED  TO 
CRIMINAL  BEHAVIOR  IN  ADULTHOOD 

Children  with  attention-deficit  disorders  including 
hyperactivity  are  more  likely  to  commit  crimes  that  lead 
to  arrest,  conviction  and  incarceration  in  late  adolescence 
and  early  adulthood,  concludes  a study  in  December’s 
Archives  of  General  Psychiatry.  Authors  Salvatore 
Mannuzza,  PhD,  of  the  New  York  State  Psychiatric 
Institute,  New  York,  and  colleagues,  also  report  the  link 
between  childhood  hyperactivity  and  criminal  behavior 
is  associated  with  the  development  of  an  antisocial 
disorder  in  young  adulthood.  The  authors  compared  103 
males  aged  16  to  23  years  who  had  been  diagnosed  as 
hyperactive  between  the  ages  of  6 and  12  to  100  normal 
controls.  Cases  were  more  likely  than  controls  to  have 
been  arrested  (39  percent  vs  20  percent),  convicted  (28 
percent  vs  11  percent),  and  incarcerated  (9  percent  vs 
1 percent).  “In  view  of  the  serious  consequences  of 
developing  an  antisocial  syndrome,  and  the  hyperactive 
child’s  increased  risk  for  developing  this  disorder,  the 
clinical  management  of  children  with  attention-defict 
disorder  with  hyperactivity  optimally  should  consist  of 
long-term  monitoring  to  detect  the  first  occurrence  of 
conduct  problems,”  the  authors  say. 

DRASTIC  DIETS  CAN  BE  DANGEROUS 

Very-low-calorie  diets,  used  improperly  or  by  the 
wrong  people,  may  lead  to  serious  health  complications 
and  fatalities,  according  to  JAMA. 

Short-term  health  problems  include  dehydration, 
nausea  and  muscle  cramping  while  long-term  threats 
include  the  risk  of  severe  cardiac  arrhythmias,  according 
to  authors  Thomas  A.  Wadden,  PhD,  of  the  University  of 
Pennsylvania  School  of  Medicine,  Philadelphia,  and 
colleagues. 

The  report  compares  the  current  enthusiasm  for  very- 


low-calorie  diets  to  the  liquid  protein  diet  craze  in  the 
mid-1970s. 

“Sadly,  consumption  of  these  diets  was  inadequately 
supervised;  at  least  58  deaths  were  reported  among  users 
of  liquid  protein  products  and  six  deaths  in  persons  who 
consumed  the  Cambridge  Diet,”  the  authors  say. 

They  add  current  very-low-calorie  diets  provide 
essential  proteins  and  nutrients  and  are  “unquestionably 
safer”  than  their  liquid  protein  predecessors,  but  caution 
“the  recent  and  zealous  marketing  of  various  formula 
products  to  physicians,  as  well  as  the  public’s  appetite  for 
such  diets,  could  lead  to  yet  another  round  of 
complications  and  fatalities.  We  are  particularly  alarmed 
by  the  possible  consumption  of  very-low-calorie  diets  by 
persons  who  are  not  severely  overweight  or  who  do  not 
receive  appropriate  medical  supervision,”  the  authors 
write. 

The  very-low-calorie  diets  the  authors  discuss  that  are 
currently  on  the  market  usually  come  in  powdered  form 
and  contain  protein  from  egg-  or  milk-based  sources. 
They  are  mixed  with  water  and  consumed  three  to  five 
times  a day.  Women  lose  an  average  of  3.3  pounds  a 
week;  men  lose  an  average  of  4.4  pounds,  the  article  says. 

The  authors  contend  these  diets  should  be  restricted  to 
those  who  are  at  least  30  percent  overweight,  who 
recently  have  been  examined  by  a physician  and  passed 
an  electrocardiogram  and  who  don’t  suffer  from  other 
health  problems  such  as  diabetes. 

Very-low-calorie  diets  typically  last  three  to  four 
months  and  the  authors  say  unsupervised  use  could  lead 
to  food  “binging,”  which  brings  with  it  the  threat  of 
cardiac  arrhythmias,  inflammation  of  the  gallbladder 
and  pancreas,  the  article  warns. 

These  diets  also  may  appeal  to  people  who  are  not 
severely  overweight  but  who  want  to  shed  a few  pounds 
quickly,  but  the  authors  say  this  is  an  “alarming  practice” 
and  could  lead  to  heart  problems  and  damage  to  other 
organs. 

Ihe  article  also  says  most  physicians  are  not  properly 
educated  to  treat  their  patients  with  very-low-calorie 
diets  and  recommends  they  undergo  thorough  training  in 
clinical  nutrition  if  they  intend  to  oversee  such  weight- 
loss  efforts. 

Practitioners  who  have  developed  safe  and  effective 
diets  of  this  type  have  added  the  use  of  lean  meat,  fish  and 
fowl,  the  authors  write.  Thy  add  treatment  of  severely 
obese  people  works  best  when  a “team”  of  a physician,  a 
behavioral  psychologist  and  a dietitian  supervises  a 
patient. 

The  authors  also  say  very-low-calorie  dieters  should 
supplement  their  daily  regimens  with  vitamins  and 
minerals,  especially  potassium.  And  after  the  strict  diets 
end,  the  article  says  patients  should  attend  weekly 
meetings  aimed  at  changing  their  eating,  exercise  and 
other  life-style  habits. 

Without  proper  supervision,  the  authors  say,  most 
patients  who  embark  on  very-low-calorie  diets  usually 
gain  weight  back  almost  as  fast  as  they  lost  it.  They  cite 
two  studies  in  which  patients  regained  between  55  percent 
to  67  percent  of  their  original  weight  within  the  first  year 
of  unsupervised  dieting. 

JAMA  .January  5,  1990 
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MEDiaNE’S  FUTURE:  URGENT  CHANGES  NEEDED 

The  American  health  care  system,  and  many  of  its 
components,  are  out  of  control  and  immediate  steps  are 
needed  to  arrest  their  demise,  a report  in  JAMA  asserts. 

Greed  and  technology  are  two  of  the  main  culprits  in 
today’s  spiraling  medical  costs,  according  to  several 
related  stories  in  this  week’s  JAMA. 

“We  can  no  longer  hold  our  peace.  We  see  medicine, 
our  profession,  the  bravest  and  gentlest  of  them  all,  in 
grave  danger,’’  say  Nicholas  E.  Davies,  MD,  and  Louis 

H.  Felder,  MD,  of  the  Piedmont  Hospital  and  Medical 
Center,  Atlanta,  Ga.  “And  in  that  danger  medicine  is 
shutting  the  door  of  its  soul  on  the  American  people  and 
on  itself.’’ 

George  D.  Lundberg,  MD,  editor  of  JAMA  agrees. 

“I  belive  that  we  are  now  at  a time  in  our  society’s 
history  when  greed  has  become  too  dominant  an  ethic,” 
Lundberg  writes  in  an  editorial.  “From  some  Wall  Street 
junk  bond  tcaders  to  certain  midwest  sports  millionaires 
to  many  California  real  estate  developers,  greed  is  in 
fashion.  Physicians  are  not  immune  to  the  pandemic 
caused  by  the  greed  virus.” 

Davies  and  Felder  cite  out-of-control  costs,  declining 
care  for  many  Americans  and  no  care  for  millions  of 
others  as  reasons  that  a presidential  blue-ribbon 
commission  is  needed  to  study  today’s  health  care 
dilemma  and  to  recommend  changes.  The  commission 
could  help  determine  how  to  best  America’s  health  care. 

“It  would  be  charged  with  looking  globally  at  the 
American  health  care  system,  both  in  the  short  and  the 
long  terms,  and,  eschewing  quick  fixes,  right  the  wrongs 
and  equalizing  the  inequites  that  have  crept  incrementally 
into  the  system  during  the  past  40  years.” 

The  advent  of  a new  decade  affords  medicine  the 
chance  to  regain  its  balance,  Lundberg  suggests.  He  says 
medicine  is  composed  of  business  and  professionalism 
and  fears  what  he  calls  “Medicine’s  Rocking  Horse”  is 
tipping  too  far  toward  profits. 

“At  the  extreme  end  of  the  business  side  are  the  ‘money 
grubbers.’  At  the  extreme  end  of  professionalism  are  the 
‘altruistic  missionaries’,”  he  writes.  “If  it  tips  too  far 
(toward  the  money  grubbers),  it  will  fall  and  it  will  take  a 
very  long  time  to  be  righted.” 

Unbridled  technology  now  dominates  the  U.S.  health 
care  system,  according  to  Davies  and  Felder,  and  they 
insist  physicians  must  change  the  way  they  use  it. 

“Largely  because  of  medicine’s  search  for  a technological 
utopia,  health  care  costs  are  out  of  control,  patients  are 
unhappy,  and  corporate  America  is  about  to  revolt,” 
they  write.  Included  in  the  article’s  proposed  solutions: 
readjust  physician  reimbursements,  limit  the  use  of 
technology  that  offers  only  marginal  improvements,  and 
discourage  physicians  from  profiting  from  their  own  self- 
referrals. 

In  10  years,  a millennium  will  have  passed.  Dennis  L. 
Breo,  in  his  At  Large  column  in  JAMA,  reviews  the  last 

I, 000  years  of  medicine  with  Lester  King,  MD,  JAMA 
contributing  editor  and  noted  medical  historian,  who  is 
pessimistic  about  the  future  of  manking. 

“By  100  years  from  now,  society  will  curse  scientists. 


Bol.  Asoc.  Med.  P.  Rico  - Marzo  1990 

Science  has  interfered  with  nature’s  natural  rhythms  and 
workings,  causing  overpopulation,  pollution,  and  deple- 
tion of  the  earth’s  natural  resources.  We’re  using  up 
nature  too  fast.” 

JAMA  January  5.  1990 


ORAL  CONTRACEPTIVE  USE  REDUCES  RISK  OF 
CHLAMIDIA-CAUSED  PELVIC  DISEASE 


Birth  control  pills  may  offer  some  protection  against 
pelvic  inflammatory  disease  (PID)  caused  by  chlamydia, 
a study  in  JAMA  suggests. 

But,  “the  pill”  does  not  reduce  a woman’s  risk  of 
developing  PID  caused  by  gonorrhea,  say  the  authors. 
Pal  Wolner-Hanssen,  MD,  of  the  Department  of 
Obstetrics  and  Gynecology,  Harborview  Medical  Center, 
Seattle,  Wash.,  and  colleagues. 

“Oral  contraceptives  cannot  be  relied  on  as  a method 
of  protecting  women  againts  all  forms  of  PID, 
particularly  in  areas  or  population  subgroups  where 
gonorrhea  is  prevalent,”  the  researchers  say. 

Previous  studies  have  shown  women  with  PID  are  less 
likely  to  use  oral  contraceptives  than  women  without  the 
disease.  However,  very  few  studies  actually  have  divided 
patients  according  to  the  organisms(s)  causing  their 
disease,  say  the  authors. 

The  researchers  compared  141  women  with  clinically 
verified  PID  with  739  randomly  selected,  sexually  active 
women  with  no  clinical  evidence  of  the  disease.  A 
diagnosis  of  PID  was  confirmed  via  uterine  biopsy, 
laparoscopy  or  a combination  of  the  two.  Cultures  were 
taken  to  determine  the  presence  or  absence  of  infection 
with  chlamydia  and/or  gonorrhea.  All  subjects  under- 
went a thorough  pelvic  examination  and  were  interviewed 
about  their  contraceptive  use  and  sexual  experience. 

Women  with  confirmed  PID  were  less  likely  than  the 
controls  to  use  oral  contraceptives  or  any  birth  control 
method.  In  women  who  only  had  chlamydial  infection, 
oral  contraceptive  use  was  associated  negatively  with 
PID  when  taking  “the  pill”  was  compared  with  not 
taking  it.  In  women  infected  with  gonorrhea  only,  there 
were  no  significant  associations  between  oral  contracep- 
tive use  and  PID.  There  was  a negative  association 
between  oral  contraceptive  use  and  PID  in  women  with 
both  chlamydia  and  gonorrhea,  although  this  finding  was 
not  statistically  significant. 

The  authors  speculate  their  results  may  have  been 
influenced  by  the  “health  careseeking  behavior”  of 
women  who  use  oral  contraceptives.  “Women  using  oral 
contraceptives  might  be  more  familiar  with  the  medical 
facilities  available  and  therefore  more  likely  than 
nonusers  to  seek  medical  care  for  minimal  symptoms  of 
infection,”’  they  theorize.  Delaying  medical  treatment 
for  chlamydia  may  have  caused  women  not  on  “the  pill” 
to  develop  PID  more  often  than  users,  they  say. 

“The  prevalence  of  oral  contraceptive  use  and  the  inci- 
dence of  chlamydial  infection  are  high  in  our  society,” 
say  the  authors.  “Further  study  of  the  relationship 
between  oral  contraceptive  use  and  chlamydial  PID  is 
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important  because  even  a small  influence  of  contracep- 
tion on  the  incidence  of  PID  could  have  a large  impact  on 
the  number  of  women  affected.” 

JAMA  January  5,  1990 


SHORT-TERM  LIFE  EXPECTANCIES  FOR 
MANY  AIDS  VICTIMS  IMPROVING 


Victims  of  the  most  common  AIDS-related  infection 
have  much  better  short-term  life  expectancies  now  than 
just  a few  years  ago,  JAMA  reports. 

Two  studies  in  this  week’s  JAMA  reach  the  same  con- 
clusion: adults  diagnosed  with  pneumocystis  carinii 
pneumonia  (PCP),  the  most  common  AIDS-related 
infection,  have  significantly  better  short-term  survival 
rates  today  versus  in  the  early  1980s.  One  study  reviewed 
cases  in  San  Francisco,  the  other  was  national  in  scope. 

“The  data  in  these  reports  appear  to  confirm  what 
clinicians,  investigators,  and  patients  have  known  for 
several  years:  life  after  AIDS  is  improving  and  death  is  no 
longer  as  swift  and  as  certain  as  in  the  early  years  of  the 
epidemic,”  writes  Richard  E.  Chaisson,  MD,  of  the 
Johns  Hopkins  School  of  Medicine,  Baltimore,  Md.,  in 
an  accompanying  editorial. 

In  the  national  study,  those  adults  whose  PCP  was 
among  the  first  signs  of  AIDS,  there  was  a dramatic 
improvement  in  short-term  survival  rates  between  1984 
through  1987,  writes  Jeffrey  E.  Harris,  MD,  PhD.,  of  the 
Department  of  Economics,  Massachusetts  Institute  of 
Technology,  Cambridge. 

In  1984,  the  one-year  survival  rate  was  39.1  percent. 
That  number  jumped  to  48.4  percent  for  those  diagnosed 
with  PCP  in  1986  and  1987. 

The  San  Erancisco  study,  written  by  George  F.  Lemp, 
DrPH,  of  the  AIDS  Office,  Department  of  Public  Health, 
City  and  County  of  San  Francisco,  Calif.,  and  his 
colleagues,  found  similar  heartening  trends.  There,  only 
10.3  percent  of  PCP  diagnosed  AIDS  patients  survived 
one  year  in  1982.  Five  years  later,  that  figure  rose  to  17.9 
percent. 

Both  studies  point  to  the  introduction  and  use  of  the 
drug  azidothymidine  (AZT),  also  known  as  zidovudine, 
as  a possible  partial  reason  behind  the  short-term  life 
expectancy  improvement. 

“It  is  perhaps  too  early  to  ascertain  the  effects  of 
current  therapy  on  the  ultimate  outcome  for  patients  with 
AIDS,”  write  Lemp  and  his  colleagues.  “The  recent 
advances  in  treatment  and  improvements  in  survival 
bring  hope  that  IDS  will  eventually  be  manageable  as  a 
chronic  infection  with  HIV.” 

In  the  Harris  study,  nearly  37,000  AIDS  cases  from 
January  1984  through  September  1987  were  reviewed 
from  the  Centers  for  Disease  Control  in  Atlanta,  Ga.  An 
improved  short-term  survival  trend  was  seen  in  homo- 
sexual men,  in  male  and  female  intravenous  drug  users,  in 
all  age  groups  and  from  all  geographic  regions. 

The  researchers  in  San  Francisco  surveyed  4,323  cases 
and  found  men  survived  “significantly  longer”  than 
women.  And  those  patients  infected  through  blood  trans- 
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fusions  died  much  faster  than  those  infected  in  other 
ways. 

Both  studies  also  found  those  AIDS  patients  who  first 
showed  of  infection  that  included  more  than  PCP  have 
not  seen  their  short-term  life  expectancies  improve  signi- 
ficantly. 

While  these  studies  point  to  short-term  improvements, 
the  long-term  prognosis  are  not  as  promising.  Of  the 
112,241  AIDS  cases  reported  to  the  CDC  as  of 
Oct.  31,  1989,  fifty-nine  percentare  known  to  have  died. 

“The  devastation  that  the  AIDS  epidemic  has  wreaked 
on  individuals,  families,  communities,  and  nations  is 
imponderable,”  JAMA  editorial  says.  “While  two-year 
survival  after  AIDS  increased  dramatically,  five-year  sur- 
vival remains  low.” 

JAMA  January  18,  1990 

AUTOLOGOUS  TRANSFUSIONS  MORE 
POPULAR;  CAUTIONS  URGED 


Despite  the  fact  surgical  patients  face  less  risk  when 
they  receive  transfusions  of  their  own  blood  rather  from 
other  donors,  not  everyone  should  undergo  the  proce- 
dure, JAMA  reports. 

The  risk  of  transmitting  diseases  such  as  human  immu- 
nodeficiency virus  or  hepatitis  B or  C continues  to  fall. 
Yet,  for  many  surgical  procedures,  autologous  transfu- 
sions (receiving  one’s  own  blood)  is  the  best  option  for 
many  patients,  writes  Susan  D.  Rogus,  RN,  MS,  of  the 
National  Blood  Resource  Education  Program,  Bethesda, 
Md. 

“Recently,  the  fear  of  transfusion-transmitted  diseases 
from  homologous  blood  transfusion,  which  uses  blood 
collected  from  volunteer  donors  other  than  the  patient, 
has  renewed  interest  in  autologous  blood  transfusion,” 
the  report  says. 

Rogus  warns  since  most  planned  surgeries  don’t  result 
in  significant  blood  loss,  even  autologous  transfusions 
aren’t  necessary  in  most  cases.  In  those  cases  where  a 
transfusion  is  likely,  the  author  recommends  three 
methods  of  collecting  a patient’s  blood: 

• before  entering  the  hospital 

• during  hospitalization  before  surgery 

• before  or  after  anesthesia,  prior  to  surgery 

These  procedures  can  be  used  separately  or  in  combi- 
nation with  one  another  to  avoid  the  need  to  use  blood 
from  another  person,  the  author  says.  Many  patients  can 
give  blood  for  impeding  autologous  transfusions  as  often 
as  every  three  days,  although  once  a week  is  most 
common,  the  report  says. 

The  author  cites  two  major  risks  of  preoperative  auto- 
logous blood  donation:  lightheadedness  or  loss  of  cons- 
ciousness and  a possible  deterioration  of  a patient’s  con- 
dition if  surgery  is  delayed  while  blood  is  collected  auto- 
logously. 

The  ideal  patient  for  this  type  of  blood  transfusion  is 
one  who  has  two  or  more  weeks  before  surgery  and  who  is 
likely  to  need  a transfusion  during  or  after  an  operation, 
the  article  says.  Physicians  who  do  not  think  their 


140 


j 


.1 


A\fA  \e\vs 


ño/.  Asoc.  Med  P.  Rico  - Marzo  ¡990 


patients  will  need  a transfusion  are  urged  by  the  author  to 
recommend  against  autologous  donations  before  sur- 
gery. 

The  report  adds  that  collecting  a patient’s  own  blood 
before  surgery  is  not  a guarantee  other  blood  sources  will 
not  be  needed. 

“If  insufficient  autologous  blood  had  been  donated,  if 
the  patient  is  not  correctly  identified,  or  if  the  autologous 
unit  is  lost  or  mislabeled,  the  patient  could  receive  blood 
from  the  homologous  supply,”  the  article  says.  “Thus, 
during  the  discussion  of  the  surgical  risks  and  benefits 
with  the  patient,  autologous  donations  should  not  be 
presented  as  a guarantee  against  other  transfusions.” 

JAMA  January  19,  1990 


USE  OF  ARTIFICIAL  FINGERNAILS, 
ADHESIVE  CAN  BE  DANGEROUS 


Users  of  acrylic,  “sculptured”  and  silk-  or  linen- 
wrapped  fingernails  are  advised  that  beauty  has  its  price. 
Trauma,  overhydration,  infection  or  allergy  are  some  of 
the  risks  of  artificial  nails,  warns  Paul  Kechijian,  MD,  of 
New  York  University  Medical  Center,  N.Y.,  in  JAMA. 
Writing  in  JAMA’s  “Questions  and  Answers”  section, 
Kechijian  notes  long  fingernails  predispose  the  nail  and 
underlying  nail  bed  to  more  frequent  and  greater  trauma, 
ultimately  leading  to  separation  of  the  nail  from  its  bed. 
Fake  nails  trap  water,  creating  infection  from  bacteria 
and  yeast.  Allergy  to  adhesive  glues,  dermatitis,  inflam- 
mation of  nail  tissue  and  permanent  nail  loss  also  can 
result  from  the  use  of  artificial  nails,  says  Kechijian. 

JAMA  January  19,  1990 

AMA  COUNCILS  SUPPORT  FETAL  TISSUE 
RESEARCH,  ISSUE  ETHICAL  GUIDELINES 


Transplant  research  using  tissue  from  dead  or  aborted 
fetuses  should  continue  with  ethical  safeguards  to  protect 
both  donors  and  recipients,  says  a report  in  JAMA. 

Guidelines  are  needed  to  ensure  fetal  tissue  is  obtained 
and  used  in  a morally  acceptable  manner,  according  to 
the  AMA  Council  on  Scientific  Affairs  and  the  AMA 
Council  on  Ethical  and  Judicial  Affairs,  coauthors  of  the 
report.  These  guidelines  should  separate  a woman’s  deci- 
sion to  have  an  abortion  from  her  consent  to  donate  the 
postmortem  tissue  for  transplant  purposes. 

The  councils’  report  also  supports  continued  federal 
funding  of  research  using  fetal  tissue.  A ban  on  federal 
funding  of  fetal  tissue  research  has  been  in  effect  since 
March  1988. 

Transplantation  of  human  fetal  tissue  has  been 
attempted  in  the  treatment  of  Parkionson’s  disease, 
diabetes,  immunodeficiency,  leukemia,  thalassemia,  and 
other  disorders.  A relatively  small  number  of  such  trans- 
plants have  been  performed,  most  with  inconclusive 
results.  But,  the  councils  say,  “the  various  applications 


are  promising  avenues  of  clinical  investigation  forcertain 
disorders.”  Research  should  progress  “to  allow  the  bene- 
fits of  this  procedure  to  be  made  available  to  those  who 
are  in  need  of  improved  therapies,”  they  conclude. 

Of  all  theconditions  under  study,  fetal  cell  implantsfor 
neurodegenerative  diseases  — such  as  Parkinson’s — 
appear  to  offer  the  most  hope.  Fetal  grafts  for 
Parkinson’s  have  been  performed  in  the  United  States, 
Mexico,  Sweden,  Canada,  Great  Britain,  Cuba  and  the 
People”s  Republic  of  China.  “New  approaches  to  the 
treatment  of  this  disorder  are  critical,  since  the  response 
to  currently  available  drug  therapy  is  reduced  as  the 
disease  state  progresses,”  the  report  says. 

The  councils  believe  there  is  a possibility  some  women 
may  become  pregnant  with  the  sole  intention  of  aborting 
the  fetus,  and  either  donating  the  tissue  to  a relative  or 
selling  it  for  economic  gain.  Women  ambivalent  about 
abortion  also  may  be  persuaded  to  abort  if  they  are 
convinced  some  good  with  result  from  the  procedure. 
Become  of  these  concerns,  the  councils  recommend 
against: 

• donating  fetal  tissue  to  desginated  recipients; 

• the  sale  of  fetal  tissue; 

• health  professionals  requesting  the  donation  of  fetal 
tissue  before  the  woman  has  made  a final  decision  of 
abort. 

Physicians  may  also  inappropriately  influence  the 
abortion  process.  “The  retrieval  and  preservation  of 
usable  tissue  cannot  become  the  primary  focus  of  abor- 
tion,” the  councils  say.  Timing  of  the  abortion  and  the 
technique  used  should  be  based  on  concern  for  the  safety 
of  the  pregnant  woman,  they  say. 

“To  avoid  conflicts  of  interest,  physicians  and  other 
health  care  personnel  involved  in  performing  abortions 
should  not  receive  any  direct  benefit  from  the  use  of 
tissues  derived  from  the  aborted  fetus  for  research  or 
transplantation,”  the  report  says.  “Members  of  the  trans- 
plantation team  should  not  influence  or  participate  in  the 
abortion  process.” 

The  guidelines  for  clinical  investigation  and  organ 
transplantation  — previously  issued  by  the  AMA  Council 
on  Ethical  and  Judicial  Affairs — should  be  followed  in 
research  using  fetal  tissue.  Informed  consent  should  be 
obtained  from  both  donors  and  recipients  in  accordance 
with  applicable  law. 

JAMA  January  26,  1990 

SUICIDE  RATES  DON’T  RISE  RIGHT 
AFTER  HIV  TESTING:  STUDY 

On  average,  thoughts  of  suicide  do  not  increase 
immediately  after  a positive  human  immunodeficiency 
virus  (HIV)  test,  JAMA  reports. 

During  the  week  following  test  results,  self-reported 
suicidal  thoughts  decreased  significantly  among  those 
who  tested  negatively  and  did  not  increase  significantly 
among  those  who  were  seropositive,  write  Samuel  Perry, 
MD,  of  the  Cornell  University  Medical  College,  New 
York,  N.Y.,  and  his  colleagues. 

But  there  is  reason  for  concern,  the  authors  add. 
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“We  focused  on  the  immediate  and  intermediate 
effects  of  HIV  antibody  testing,  not  on  the  longer-term 
effects  of  living  with  an  incurable  and  stigmatizing 
infection  or  on  the  development  of  physical  symptoms, 
both  of  which  have  been  associated  with  increse  psycho- 
logical morbidity,”  they  write. 

Two  earlier  studies,  conducted  in  1985  and  1986, 
concluded  the  suicide  rate  among  men  with  AIDS  who 
were  20  to  59  years  old  ranged  from  21  to  36  times  higher 
than  the  rate  of  men  without  AIDS. 

Since  this  week’s  JAMA  study  focuses  on  people  before 
the  debilitating  effects  of  AIDS  set  in,  the  authors  say 
their  findings  do  not  contradict  those  previous  studies’ 
conclusions. 

Test  subjects  were  recruited  through  newspaper  adver- 
tisements, public  service  announcements  and  study 
information  sent  to  medical  clinics  and  drug  rehabilita- 
tion centers  throughout  New  York  City.  Free  HIV  testing 
and  confidential  counseling  were  offered  to  those 
recruited.  Before  blood  samples  were  drawn,  a psychia- 
tric nurse  monitored  self-reporting  depression  survey 
(Beck  Depression  Inventory)  along  with  counseling  the 
subject  about  various  aspects  of  HIV  testing. 

Of  the  301  study  participants,  36  had  a history  of  intra- 
venous drug  use,  75  had  heterosexual  risk  factors  and  199 
were  homosexuals  (22  subjects  reported  multiple  risks). 
The  median  income  of  the  participants  ranged  from 
$15,000  to  $30,000  and  educationally,  162  had  college 
degrees,  100  had  some  college  credits,  23  had  high  school 
diplomas  and  16  did  not  finish  high  school. 

Among  all  those  surveyed,  the  rate  of  suicidal  thoughts 
dropped  from  30.2  percent  at  the  start  of  the  study  to  18.8 
percent  after  the  first  week.  After  the  first  week,  those 
who  tested  negatively  had  a 15.5  percent  suicidal  thought 
rate  and  those  who  tested  positive  had  a 25  percent  rate. 
Both  groups  reported  even  lower  rates  two  months  after 
the  testing  began. 

But  too  much  optimism  should  not  be  attached  to  these 
findings,  the  authors  caution. 

“Less  reassuring  is  the  findings  that  even  in  the  context 
of  confidential  HIV  testing  with  extensive  pretest  and 
post-test  counseling  of  self-selected  volunteers,  suicidal 
ideation  persisted  after  notification  in  over  15  percent  of 
both  the  seropositive  and  seronegative  groups,”  the  study 
says. 

“Since  as  many  as  15  percent  of  patients  with  affective 
disorders  are  known  to  commit  suicide  and  estimates 
suggest  hat  10  to  20  times  as  many  make  suicide  attempts, 
physicians  must  be  alert  to  the  possibility  that  a small  but 
clinically  meaningful  subpopulation  seeking  the  HIV 
antibody  tests  may  require  psychiatric  treatment.” 

JAMA  February  2,  1990 

USING  OLIVE  OIL  LOWERS  MORE 
THAN  JUST  CHOLESTEROL 

Using  olive  oil  and  other  monounsturated  fats  not  only 
may  help  lower  cholesterol,  but  a new  study  concludes  it 
significantly  lowers  systolic  blood  pressure  and  blood 
glucose  levels,  JAMA  reports. 
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The  study  also  found  the  more  butter  and  margarine 
men  and  women  use,  the  higher  their  blood  pressure  and 
cholesterol  levels  are,  write  Maurizio  Trevisan,  MD,  MS, 
of  the  School  of  Medicine,  State  University  of  New  York, 
Buffalo,  and  colleagues. 

“In  particular,  with  regard  to  olive  oil,  our  findings 
confirm  a hypothesis  of  a negative  association  between 
this  oil  and  serum  cholesterol  levels  and  support  the 
hipothesis  that  olive  oil  may  have  beneficial  effects  on 
blood  pressure  and  blood  glucose  levels,”  the  authors 
write. 

The  study  sampled  4,903  Italian  men  and  women  aged 
20  to  59  years  old.  Investigators  questioned  people  from 
northern,  central  and  southern  Italy  for  the  study.  The 
authors  reported  about  half  of  the  study  participants  said 
they  did  not  use  butter.  Instead,  polyunsaturated  fats 
such  as  corn,  soybean,  sunflower  and  mixed  vegetable 
oils  were  used  more  often  during  cooking  while  olive  oil 
was  used  on  the  food  after  it  was  prepared. 

In  both  men  and  women,  the  more  butter  and 
margarine  were  used,  the  higher  levels  of  blood  glucose 
were  detected,  the  study  found.  For  those  who  used  olive 
oil  instead,  opposite  was  true.  Not  only  did  their  blood 
glucose  levels  drop,  but  so  did  their  blood  pressure  and 
cholesterol  levels. 

The  study’s  findings  that  show  butter  consumption 
increases  blood  cholesterol  levels  confirm  earlier  inves- 
tigations showing  a correlation  between  saturated  fatty 
acids  and  higher  cholesterol.  The  latest  study,  however, 
did  not  conclusively  determine  that  consumption  of 
polyunsaturated  fats  (other  than  olive  oil)  is  associated 
with  lower  blood  pressure.  And  the  effect  on  blood 
glucose  levels  varied  with  the  type  of  polyunsaturated  fat 
used,  the  study  added. 

“The  strength  of  this  study  lies  in  the  available 
measures  of  cardiovascular  risk  factors  in  a large  popula- 
tion sample  exhibiting  considerable  variation  in  intake  of 
monounsaturated,  and  saturated  fats,”  the  authors  write. 
They  said  they  look  other  life-style  factors  into  account, 
including  smoking  and  alcohol  consumption,  before 
reaching  their  conclusions. 

In  an  accompanying  report,  the  AMA  Council  on 
Scientific  Affairs  estimates  15  percent  to  20  percent  of 
Americans’  daily  energy  intake  is  comprised  of  saturated 
fatty  acids,  primarily  found  in  animal  products  and  in  so- 
called  “tropical  oils”  such  as  coconut,  palm  and  palm 
kernel  oils.  They  are  used  in  a variety  of  products, 
ranging  from  coffee  creamers  to  crackers,  cake  mixes  and 
some  breakfast  cereals. 

The  council  report  support  efforts  to  label  foods  that 
alert  consumers  about  ingredients,  including  the  types  of 
oils  used. 

“High  intakes  of  saturated  fatty  acids  have  been  corre- 
lated with  elevated  plasma  cholesterol  levels,  one  of  the 
major  risk  factors  for  coronary  artery  disease,”  the 
council  report  says.  “Persons  who  want  or  need  to  reduce 
their  intakes  of  saturated  fatty  acids  should  be  aware  of 
foods  that  are  major  contributors  to  the  diet.” 

Companies  which  are  voluntarily  removing  saturated 
fatty  acids  from  their  products  are  to  be  commended,  the 
council  report  concluded. 

JAMA  February  2,  1990 
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INSTRUCCIONES  PARA  LOS  AUTORES* 

El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y 
las  ciencias  afines.  Igualmente  acepta  artículos  especiales  y correspondencia  que 
pudiera  ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo 
pertinente  en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  articulo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente 
en  esta  revista. 

Para  facilitar  la  labor,  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
requiere  de  los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maquinilla  a doble  espacio;  por  un  solo  lado  de  cada  página,  en 
TKIPLICAOO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor(es)  y su  grado  (ej:  MD,  FACP),  ciudad  donde 
se  hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio, 
y si  un  articulo  ha  sido  leído  en  alguna  reunión  o congreso,  asi  debe  hacerse 
constar  como  una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se 
especifique  el  propósito  del  mismo.  Las  secciones  principales  (como  por  ejemplo: 
materiales  y métodos)  deben  identificarse  con  un  encabezamiento  en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  los  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la 
siguiente  forma:  Introducción,  Materiales  y Métodos  si  es  aplicable. 
Observaciones  del  Caso,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos.  Podrán  usarse 
también  los  nombres  comerciales,  entre  paréntesis,  si  asi  se  desea.  Se  usará  con 
preferencia  el  sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluirel  titulo,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se  deben  omitir  lineas  verticales  en 
la  tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  articulo. 
Deben  limitarse  las  tablas  a soloaquellas  quecontribuyan  al  mejor  entendimiento 
del  manuscrito. 

Ilustraciones 

Las  fotografías  y microfotografias  se  someterán  como  copias  en  papel  de  lustre, 
sin  montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número 
de  la  figura  (arábigo)  y el  autor.  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  aparecer  en  paréntesis  al  nivel  de  la  linea  u oración. 
Al  final  de  cada  artículo  las  referencias  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utilizarse  solamente  las  abreviaturas  para  títulos  de 
revistas  científicas  según  indicadas  en  el  “Cumulative  Index  Medicus”que  publica 
la  Asociación  Médica  Americana.  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación. 

1.  Para  artículos  de  revistas:  Apellidofs)  e iniciales  del  nombre  del  autor(es), 
titulo  del  articulo,  nombre  de  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 

Villavicencio  R:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1981;  73:  479-87 

Si  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 

2.  Para  citación  de  libros  donde  el  autor(es)  del  capitulo  citado  es  a su  vez  el 
(los)  editor(es):  Apellido(s)  e iniciales  del  autor(es),  titulo  del  libro,  número 
de  edición,  ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d.  Ed.,  New  York,  MacMillan,  1978:  789 

3.  Para  citación  de  libros  donde  el  editorfes)  no  es  el  autor(es)  del  capitulo  citado 
se  añade  el  autor(es)  del  capitulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P Eds. 
Heart  disease  in  infancy  and  childhood,  3d  Ed.,  New  York,  MacMillan, 
1978:  275-301 

Cartas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maqui- 
nilla a doble  espacio,  no  deben  ser  mayores  de  500  palabras,  ni  incluir  más  de  cinco 
referencias. 
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The  Bulletin  will  accept  for  publication  contributions  relating  to  the  various 
areas  of  medicine,  surgery  and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  physicians  will  also  be  accepted. 
All  material  is  accepted  with  the  understanding  that  it  is  to  be  published  solely  in 
this  journal. 

All  authors  are  urged  to  seek  clarity,  brevity,  and  pertinence  in  the  ma  nuscripts 
regardless  of  subject  or  format. 

In  order  to  facilitate  review  of  the  article  by  the  Editorial  Board  and  the  work  of 
the  printer,  the  authors  must  conform  with  the  following  instructions: 

Manuscripts 

The  entire  manuscript,  including  legends  and  references  should  be  typewritten 
double  spaced  in  TRIPLICATE  with  ample  margins.  A separate  title  page  should 
include  the  following:  title,  authors  and  their  degrees  (e.g.  M D,  FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions,  acknowledgement  of 
financial  sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and 
date  should  be  given. 

The  manuscripts  should  start  with  a brief  introductory  paragraph  or 
paragraphs  which  should  state  its  purpose.  The  main  sections  (for  example. 
Materials  and  Methods)  should  be  identified  by  headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation 
should  be  organized  under  the  following  headings:  Introduction,  Material  and 
Methods,  Results  if  indicated.  Discussion,  Summary  in  English  and  Spanish, 
Acknowledgments  if  any,  and  References. 
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Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
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Tables 

These  should  be  typed  on  separate  sheets  with  the  title  and  table  number 
(Roman)  centered.  Symbol  for  units  should  be  confined  to  the  column  headings. 
Vertical  lines  should  be  omitted.  The  language  used  in  the  tablesmust  be  the  same 
as  that  of  the  article.  Include  only  those  tables  which  will  enhance  the 
understanding  of  the  article.  They  should  supplement,  not  duplicate  the  text. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
(unmounted)  or  slides.  They  should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to 
the  figures  should  be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  mam  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 

References 

These  should  be  numbered  serially  as  they  appear  in  the  text.  The  number 
should  be  enclosed  in  parenthesis  on  the  line  or  writing  and  not  as  superscript 
numbers.  At  the  end  of  the  article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text.  The  titles  of  journals  should  be 
abbreviated  according  to  the  style  used  in  the  “Cumulative  Index  Medicus” 
published  by  the  American  Medical  Association.  The  correct  forms  of  references 
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Letters  to  the  Editor 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  They  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 

•The  above  “Instructions  to  Authors”  are  according  to  the  format  required  by 
the  International  Committee  of  Medical  Journal  Editors  in  its  “Uniform 
Requirements  for  Manuscripts  Submitted  to  Biomedical  Journals". 
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¿/Muestra  Portada 

Emblema  del  V Congreso  Panamericano  de  Enfermedades  del  Tórax 
que  se  celebrará  en  nuestra  capital  el  presente  mes.  Este  emblema  es  una 
modificación  del  sello  oficial  del  “American  College  of  Chest 
Physicians”  en  el  cual  se  resalta  el  corazón  y los  pulmones,  ofreciendo 
una  versión  nueva  del  clásico  logos  del  Colegio. 

La  publicación  de  este  emblema  en  nuestra  portada  ha  sido  posible 
gracias  a la  habilidad  del  Sr.  Evelio  Eernández,  artista  gráfico  de  Art 
Printing,  donde  se  imprime  el  Boletín. 


TTíe  Covec 

The  emblem  of  the  V Panamerican  Congress  on  Diseases  of  the 
Chest,  to  be  held  in  San  Juan,  Puerto  Rico  this  April.  This  emblem  is  a 
modification  of  the  seal  of  the  American  College  of  Chest  Physicians.'In 
it  the  heart  and  lungs  are  prominent,  offering  a new  version  of  the  seal, 
acting  as  a symbolic  representation  of  the  Congress. 

The  publication  of  this  logotype  in  our  cover  has  been  possible  thanks 
to  the  effort  and  inventiveness  of  Mr.  Evelio  Eernández,  graphic  artist 
of  Art  Printing,  the  printers  of  the  Boletín  de  la  Asociación  Médica  de 
Puerto  Rico. 
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V CONGRESO  PANAMERICANO  DE 
ENFERMEDADES  DEL  TORAX 


V PANAMERICAN  CONGRESS  OF 
DISEASES  OF  THE  CHEST 


Los  miembros  del  Capítulo  de  Puerto  Rico  del 
"American  College  of  Chest  Physicians  (ACCP)” 
se  sienten  muy  orgullosos  de  que  este  Colegio  y la 
Academia  Internacional  de  Médicos  y Cirujanos  del 
Tórax  le  hayan  depositado  la  confianza  y la  responsa- 
bilidad de  organizar  el  V Congreso  Panamericano  de 
Enfermedades  del  Tórax.  Este  se  programó  para  cele- 
brarse del  22-26 de  abril  de  1990  en  el  Hotel  Caribe  Hilton 
en  la  ciudad  de  San  Juan,  Puerto  Rico.  Desde  que  el 
Dr.  Emiliano  Nina,  Gobernador  del  Capítulo  de  Puerto 
Rico  del  ACCP  fue  informado  de  la  concesión  de  la  sede 
para  San  Juan  se  ha  estado  trabajando  con  intensidad 
para  la  planificación  del  mismo.  Se  ha  formado  un 
Comité  Organizador  y varios  comités  para  cumplir  con  la 
amplia  tarea  y las  exigencias  que  un  congreso  de  este  tipo 
requieren.  En  nuestro  empeño  de  pre.sentar  un  programa 
científico  de  calidad,  hemos  contado  con  el  respaldo  de  la 
Escuela  de  Medicina  del  Recinto  de  Ciencias  Médicas  de 
la  Universidad  de  Puerto  Rico,  la  Asociación  Médica  de 
Puerto  Rico,  la  Sociedad  Puertorriqueña  de  Cardiología, 
la  Sociedad  Puertorriqueña  de  Medicina  Crítica  y la 
Sociedad  y Eederación  Internacional  de  Cardiología. 

Se  ha  organizado  una  facultad  de  óOconferencíantes  de 
reconocimiento  a nivel  del  hemisferio  para  pre.sentar  en 
sesiones  plenarias,  conferencias,  simposios,  coloquios 
clínicos,  mesas  redondas,  controversias  clínicas  y 
sesiones  de  actualización,  los  temas  más  relevantes  en  las 
áreas  de  las  enfermedades  pulmonares  y cardiovasculares 
abundando  en  la  medicina  crítica,  la  radiología,  la  cirugía 
torácica  y en  disciplinas  afines.  Para  enriquecer  y com- 
pletar el  programa,  se  han  aceptado  1 13  comunicaciones 
libres  después  de  un  análisis  cuidadoso  de  la  calidad 
científica  de  los  resúmenes  recibidos. 

La  Junta  Editora  del  Boletín  de  la  Asociación  Médica 
de  Puerto  Rico  ha  sido  muy  generosa  al  permitirque  estos 
resúmenes  sean  publicados  en  éste.  Esta  edición  de  abril 
del  Boletín  de  la  Asociación  Médica  cuenta  con  los 
abstractos  de  las  comunicaciones  libres  del  V Congreso 
Panamericano  de  Enfermedades  del  Tórax.  Esto  permite 
que  los  trabajos  presentados  en  el  Congreso  no  solamente 
estén  disponibles  a los  que  tuvieron  el  beneficio  de  asistir 
al  mismo,  sino  que  también  estén  disponibles  a 
perpetuidad  a todos  los  médicos  miembros  de  la 
Asociación  y en  todas  las  bibliotecas  y organizaciones 
donde  se  recibe  el  Boletín. 

-m3 

Mario  R.  García-Palmieri,  MD 
Presidente  Comité  Organizador 


The  members  of  the  Puerto  Rican  Chapter  of  the 
American  College  of  Chest  Physicians  (ACCP)  are 
very  proud  because  the  College  and  the  International 
Academy  of  Chest  Physicians  and  Surgeons  has 
deposited  upon  them  the  trust  and  responsibility  of 
organizing  the  V Panamerican  Congress  on  Diseases  of 
the  Chest. 

This  Congress  has  been  programmed  for  April  22-26, 
1990  in  the  Caribe  Hilton  Hotel  in  San  Juan,  Puerto  Rico. 
Since  Dr.  Emiliano  Nina,  Governor  of  the  Puerto  Rican 
Chapter  of  the  ACCP  was  informed  that  San  Juan  was 
selected  as  the  venue  for  the  Congress  we  have  been 
working  intensively  in  its  planning.  There  has  been  an 
Organizing  Committee  and  many  committees  working  to 
meet  the  requirements  that  a Congress  of  this  type 
demands.  In  our  desire  of  presenting  a high  quality  scien- 
tific program,  we  have  been  blessed  with  the  support  of 
the  School  of  Medicine  of  the  Medical  Sciences  Campus 
of  the  University  of  Puerto  Rico,  the  Puerto  Rico  Medical 
Association,  the  Puerto  Rico  Society  of  Cardiology,  the 
Puerto  Rico  Society  of  Critical  Care  Medicine  and  the 
International  Society  and  Eederation  of  Cardiology. 

A faculty  of  60  speakers  of  hemispherical  recognition 
has  been  recruited  in  order  to  present  in  plenary  sessions, 
lectures,  symposia,  clinical  colloquia,  round  tables, 
clinical  controversies  and  updates,  the  most  relevant 
subjects  in  the  areas  of  pulmonary  and  cardiovascular 
diseases  and  including  critical  care  medicine,  radiology, 
thoracic  surgery  and  related  disciplines.  In  order  to 
enrich  the  program,  we  have  accepted  1 13  free  communi- 
cations after  a careful  analysis  of  the  scientific  quality  of 
the  submitted  abstracts. 

The  Editorial  Board  of  the  “Boletín  de  la  Asociación 
Médica  de  Puerto  Rico”  has  been  very  generous  by 
permitting  that  these  abstracts  be  published  in  the 
“Boletín”.  The  April  edition  of  the  “Boletín  de  la 
Asociación  Médica”  includes  the  abstracts  of  the  free 
communications  of  the  V Panamerican  Congress  of 
Diseases  of  the  Chest.  This  allows  that  the  studies 
presented  in  the  Congress  will  not  only  be  available  to 
those  individuals  that  attended  the  Congress,  but  also 
that  these  abstracts  will  be  permanently  available  to  all 
the  physicians  belonging  to  the  Medical  Association  and 
in  all  the  libraries  and  organizations  where  the  “Boletín” 
is  received. 


Mario  R.  García-Palmieri,  MD 
President,  Organizing  Committee 
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BRONCHOSCOPY  TO  DETERMINE  ENDOTRACHEAL 
TUBE  PLACEMENT 

Kupfer,  Y.,  Lenora,  R.A.K.,  Fitzpatrick,  E,, 

Tess ler , S . Department  of  Medicine,  Maimonides 
Medical  Center,  Brooklyn,  New  York. 

Endotracheal  intubation  is  a commonly  per- 
formed procedure  with  a low  rate  of  morbidity 
and  mortality.  Right  mainstem  bronchus  intu- 
bation occurs  in  7-9%  of  intubations  and  is 
associated  with  alveolar  hypoventilation, 
atelectasis,  pneumothorax  and  increased  mor- 
tality. To  avert  this  complication,  the  distal 
end  of  the  endotracheal  tube  (ETT)  should  be 
placed  in  the  middle  third  of  the  trachea. 
Clinical  findings  are  often  not  sensitive  in 
detecting  mainstem  bronchus  intubation.  While 
CXR  is  useful  in  determining  ETT  position, 
there  may  be  a delay  before  the  radiograph  is 
obtained.  We  studied  26  patients  using  flexible 
fiberoptic  bronchoscopy  to  determine  optimum 
placement  of  the  ETT.  When  the  ETT  was  inserted 
to  21  cm  at  the  level  of  the  incisors,  with  the 
head  in  neutral  position,  the  mean  distance  of 
the  distal  end  of  the  ETT  to  the  carina  was 
4.8  cm  (range  1.8  cm  to  11  cm).  The  data 
support  the  practice  of  inserting  the  ETT  to 
21  cm  at  the  level  of  the  incisors  to  prevent 
mainstem  bronchial  intubation. 
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TUMOR  NECROSIS  FACTOR  IS  NOT 
ELEVATED  IN  BRONCHOALVBOLAR  LAVAGE 
FLUID  OF  PATIENTS  WITH  LUNG  CANCER 

Lie,  T.,  Ireland,  J.,  Morrissey,  M. , 

Zordan,  R.,  Harwood,  S.,  and  Emmanuel,  G. 
Department  of  Medicine,  VAMC,  Bay  Pines, 
University  of  South  Florida,  Tampa,  Florida. 

Serum  tumor  necrosis  factor  (TOF)  has 
been  found  to  be  elevated  in  patients  with 
cancer  in  some  studies  and  not  in  others. 
No  data  on  TTSTF  levels  in  bronchoalveolar 
lavage  fluid  (BALF)  have  been  reported  to 
date.  We  determined  TNF  levels  by  a solid 
phase  radioimmunoassay  method  (Centocor)  in 
stored  frozen  (at  -70°C)  BALF  and  serum  of 
17  patients  with  lung  cancer  (2  small  cell 
and  15  non-small  cell  lung  cancer)  and  12 
controls.  TOF  were  detected  in  sera  of  3 
of  the  cancer  patients  and  in  one  of  the 
control.  In  BALF,  TNF  were  detected  in  4 of 
the  cancer  patients  (two  had  levels  of  51 
and  71  pg/rog  protein)  and  in  5 of  the 
controls  (4  were  measurable  at  12,  17,  19, 
and  60  pg/mg  protein).  These  results 
suggest  that  TOF  level  in  BALF  is  not 
elevated  in  patients  with  lung  cancer. 


PERCENT  LYMPHOCYTES  (L%)  IN  ALVEOLAR 
LAVAGE  (BAL)  IN  DIFFUSE  (DL)  AND  COIN 
(CL)  LESIONS  OF  THE  LUNG. 
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Rosa,  U.  and  Herndon,  B.  - Private  Practice, 
Roswell,  N.M.  and  UMKC  School  of  Medicine  at 
Kansas  City^  Missouri. 

We  evaluated  125  consecutive  patients  (P)/BAL 
with  CL  (38)  and  DL  (87),  to  determine  whether 
they  differed  by  BAL  L%. 

DL  were  further  divided  by  the  presence  (DLF) 
or  absence  (DLFo)  of  fever.  DLF  were  grouped 
into  HIV+  and  HIV-.  HIV+  were  subdivided  into 
P with  (PP)  and  P without  (PPo)  pneumocystis 
pneumonia.  BAL  technique  was  adapted  from 
Hunninghake  (Am  J Pathol  79;97:149).  Counts 
were  performed  on  200  consecutive  cells. 


RESULTS: 


. n 

x%L 

SD 

DL 

87 

23.99 

21.48 

t=3.75  df=123 

CL 

38 

9.94 

12.12 

p=0.001 

DLF  HIV+  PP 

18 

31.34 

20.3 

t=3.07  df=  33 

DLF  HIV+  PPo 

17 

14.0 

10.18 

p=0.005 

DLF  HIV  - 

20 

27.36 

27.1 

t=0.63  df=50 

DLFo  HIV- 

.32 

23.07 

20.41 

p=0.05 

CONCLUSION: 


Significantly  higher  L%  were  found  in  DL  versus 
CL  and  in  HIV+  patients  with  PP  versus  HIV+  pa- 
tients without  PP . Excluding  HIV+  individuals, 
the  presence  or  absence  of  fever  in  DL  did  not 
influence  L%. 


BRONCHOPULMONARY  ENDOMETRIOSIS:  A 004 

RARE  CAUSE  OF  HEMOPTYSIS.  Golish  JA, 

Grimm  MH,  Mehta  AC.  Cleveland  Clinic  Found- 
ation, Cleveland,  OH,  U.S.A. 

When  recurrent  hemoptysis  occurs  syn- 
chronously with  menstrual  periods,  broncho- 
pulmonary endometriosis  is  the  cause.  A 39  yr. 
old  female  presented  with  a 5 month  history  of 
intermittent  hemoptysis.  She  expectorated  1/2 
cup  of  bright  red  blood  per  day  for  several 
days  of  each  month.  The  episodes  of  hemoptysis 
only  occurred  during  her  menstrual  period.  The 
CXR  revealed  a LUL  infiltrate  at  the  time  of 
the  episodes  resolved  between  spells.  Bronch- 
oscopy revealed  fresh  blood  emanating  from  the 
anterior  segment  bronchus  of  the  LUL.  TBB  and 
cytology  showed  hemosiderin-laden  machrophages . 
Pelvic  ultrasound  demonstrated  a pelvic  endo- 
metrioma.  A dx.  of  pulmonary  endometriosis  was 
made,  and  her  episodes  resolved  with  danazol . 

Thoracic  endometriosis  may  involve  the  pleu- 
ra and  manifest  as  catamenial  pneumothorax,  or 
it  may  involve  the  pulmonary  parenchyma  with 
resultant  catamenial  hemoptysis.  Altogether, 

75  cases  of  these  2 syndromes  have  been  report- 
ed. 60  cases  (80%)  were  of  the  pleural  form. 

15  cases  (20%)  were  parenchymal  in  type.  82%  of 
these  pts.  presented  with  catamenial  pain.  Less 
than  1/3  of  these  cases  have  been  documented 
histologically.  Treatment  has  been  limited  to 
surgical  resection,  danazol,  and  oophorectomy. 

Thoracic  endometriosis  is  a rare  cause  of 
hemoptysis.  However,  when  episodic  hemoptysis 
is  isolated  to  menstrual  periods,  broncho- 
pulmonary endometriosis  is  the  etiology. 
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TRANSBRONCHIAL  BIOPSY  (TBB)  VIA  FIBER- 

OPTIC  BRONCHOSCOPY  (FOB)  WITH  OR  WITH-  

OUT  FLUOROSCOPY  (F)  IN  DIFFUSE  LESIONS  (DL) : 
RELATIVE  INCIDENCE  OF  PNEUMOTHORAX  AND  BLEEDING. 
Rosa,  U.  (A)  and  Rosario,  P.  A.  (B) , 

Private  Practice,  Roswell,  New  Mexico. 

Two  pulmonologists  with  similar  training,  one  B 
using  F,  the  other  A,  not  using  F,  compare  their 
complication  rate  (C)  for  TBB,  to  determine 
whether  F adds  to  the  safety  of  the  procedure. 
METHODS:  A reviewed  119  consecutive  FOB  with  TBB 
out  of  663  FOB,  performed  without  F from  July 
1979  to  October  1987,  at  TMC,  U.  of  Missouri  at 
Kansas  City,  for  DL  involving  all  lobes,  one  or 
more  lobes  or  one  or  more  segments.  B reviewed 


54  consecutive  FOB  with  TBB,  out  of  604  FOB  per- 
formed with  F over  the  same  period,  for  similar 
lesions,  at  the  hospitals  in  Roswell, New  Mexico. 


RESULTS: 

WITHOUT  F (A) 

WITH  F 

(B) 

n 

% 

n 

% 

FOB  TBB 

119 

100 

54 

100 

Pneumothor.  no  CT 

1 

0.84 

7 

12.96 

Pneumothorax  CT 

3 

2.5 

3 

5.55 

Pneumothorax  Tot. 

4 

3.36 

10 

18.5 

Bleeding  < lOcc 

9 

7.56 

9 

16.6 

Bleeding  < 50cc 

7 

5.88 

4 

7.4 

Bleeding  > 50cc 

3 

2.5 

6 

11.11 

Bleeding  Total 

19 

15.9 

19  . 

35.18 

Deaths:  none 

CONCLUSION : 

Results 

suggest 

significant  variation  in  adverse  events  for  TBB 
among  endoscopists  dependent  on  factors  other 
than  F.  No  decrease  in  C could  be  shown  for  TBB 
with  F,  comparing  A and  B.  Pneumothorax  requir- 
ing chest  tube  and  severe  bleeding  (P’SOcc)  in 
TBB  without  F was  comparable  to  the  literature 
for  TBB  with  F.  
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ND-YAG  LASER  PHOTORESECTION  OF 
INTRABRONCHIAL  TUMORS.  OUR 
EXPERIENCE  in  308  PROCEDURES 

Diaz-Jimenez  J.P. , Canela  M. , Maestre  J. , 
Alegría  A.  Clínica  Tres  Torres  Hospital  de 
Bel  1 vi tge,  Barcelona  Spain 

Neodymium  YAG  laser  therapy  is  currently 
used  at  our  institution  for  palliative 
management  of  obstructing  carcinomas  as  well 
as  resection  of  benign  stenoses.  During  the 
past  five  years,  308  procedures  have  been  done 
on  237  patients.  Each  patient  was  referred 
for  endoscopic  management  and  palliation  of 
significant  symptomatic  airway  obstruction. 
One  hundred  eighty-seven  patients  (78.9%) 
were  malignant,  25  (10.5%)  had  low-grade 
malignant  lesions,  and  25  (10.5%)  had  benign 
lesions.  All  treatments  were  carried  out 
with  rigid  bronchoscopy  under  general 
anesthesia.  Immediate  results  were 
classified  according  to  improvement  of 
symptoms  and  airway  diameter.  No  significant 
complications  were  encountered  during  this 
five-year  experience.  We  conclude  that  laser 
photoresection  is  currently  the  most 
effective  and  safest  procedure  for  relief  of 
major  airway  obstruction  caused  either  by 
malignant  or  benign  disease  not  amenable  to 
surgical  resection. 


COMPLICATIONS  (C)  OF  FIBEROPTIC  BRON- 
CHOSCOPY (FOB.)  IN  PATIENTS  (P)?71  YEAR 
OLD  (A) , VERSUS<70  YEAR  OLD  (B) . 
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Rosa,  U.  and  Rosario , P. 

Private  Practice,  Roswell,  N.M. , U.S.A, 

We  reviewed  663  consecutive  FOB  from  July  79  to 
October  87,  to  answer  if  C were  m^re  common  in 
A than  B.  A included  73  P,  age  75-5  and  B incl_u 
ded  590  P,  age  47-14. 

There  were  156  C (23.5%);  16  (2.4%)  severe  and 
140  (21%)  mild.  A sustained  8 (11%)  severe  and 
16  (22%)  mild  C.  B experienced  8 (1.36%)  severe 
and  124  (21%)  mild  C.  For  severe  C the  difieren 
ce  was  highly  significant,  x =21.5;  df=l;  p<.001 


SEVERE  COMPLICATIONS 


A 

% 

B 

% 

T 

% 

Bleeding  (75()ml) 

2 

2.73 

3 

0.5 

5' 

0.75 

Pneumo.  (P'3cm,CT) 

0 

4 

0.68 

4 

0.6 

Resp . Dist . (Int . ) 

3 

4.11 

1 

0.17 

4 

0.6 

Hemod.Inst. (ICU) 

2 

2.74 

0 

2 

0.3 

Death 

1 

1.37 

0 

1 

0.15 

MILD  COMPLICATIONS 

Bleeding  (7l0<50) 

2 

2.73 

22 

3.73 

24 

■ 3'.  6 

Bleeding  (7  5<10) 

0 

20 

3.4 

20 

3.0 

Pneumo.  (< 3cm  no  CT' 

0 

1 

0.17 

1 

0.15 

Miscellaneous 

13 

17.8 

81 

13.73 



94 

14.18 

We  conclude  severe  C associated  with  FOB  occur 
significantly  more  often  in  P over  the  age  of 
70.  The  risk  benefit  relation  should  be  care- 
fully weighed,  before  submitting  the  very  old 
to  this  procedure. 
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MASSIVE  AIR  EMBOLISM  COMPLICATING  Nd- 
YAG  LASER  ENDOBRONCHIAL  PHOTORESECTION. 

Golish  JA,  Pena  C,  Mehta  AC.  Cleveland  Clinic 
Foundation,  Cleveland,  OH,  U.S.A. 

A 63  y/o  M underwent  6,900  rads  of  ext.  RT 
for  a sg.  cell  ca  of  the  left  main  bronchus. 
Recurrence  of  the  tumor  8 mos.  later  was  treat- 
ed with  6,618  joules  and  patency  of  the  LMB 
was  restored.  4 mos.  later  he  developed  com- 
plete atelectasis  of  the  left  lung  requiring 
repeat  laser.  During  the  procedure  he  became 
hypotensive,  bradycardic  and  hypoxic  due  to  a 
tension  pneumothorax.  Although  treated  promp- 
tly with  thoracostomy  tube  drainage,  the  pt. 
never  awakened.  CT  scan  demonstrated  anoxic 
encephalopathy  with  air  present  in  the  right 
frontal  lobe.  Brain  death  was  confirmed  by  an 
EEG  amd  cerebral  angiogram. 

Air  embolism  has  been  reported  in  conjunc- 
tion with  diagnostic  procedures  including 
therapeutic  pneumothorax  for  TB,  needle  bx.  of 
the  lung,  and  positive  pressure  ventilation 
with  or  without  pneumothorax.  The  only  record- 
ed case  of  air  embolism  associated  with  laser 
was  a small  MCA-CVA  which  was  self-limited.  Its 
mechanism  is  unclear,  but  is  suspected  to  be 
due  to  a communication  between  a pulmonary  vein 
and  the  atmosphere.  A greater  volume  of  air 
will  enter  the  damaged  vessel  in  the  setting  of 
positive  pressure  ventilation  and/or  a tension 
pneumothorax.  When  neurologic  manifestations 
are  present,  hyperbaric  oxygen  therapy  is  the 
treatment  of  choice.  Prompt  institution  in 
hemodynami cal ly-stabl e pts.  can  minimize 
neurologic  sequelae. 
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THE  UNITED  STATES  ARMY  RESERVE 

HEALTH  CARE  PROFESSIONALS 
BONUS  TEST  PROGRAM 

$10,000  - $20,000  - $30,000 

The  1989  National  Defense  Authorization  Act  requires  that  the  Department  of 
Defense  conduct  a test  to  determine  the  effectiveness  of  a recruitment  bonus  to  attract 
health  care  professionals  to  the  Selective  Reserve  of  the  Army. 

The  Bonus  Test  Program  is  scheduled  to  begin  on  or  about  August  1,  1989  and  will  be 
offered  to  physicians  in  the  following  specialties: 

ANESTHESIOLOGY 
ORTHOPAEDIC  SURGERY 
and 

GENERAL  SURGERY 

(Including  selected  subspecialties) 

Applicants  must  be  board  certified  or  meet  all  requirements  for  board  candidacy  in  one 

of  the  above  specialties. 

BONUS  ELIGIBILITY:  In  addition  to  meeting  all  criteria  for  appointment  as  a medical 
corps  officer  in  the  US  Army  Reserve,  Bonus  Test  applicants  must  be  civilians  and  if 
prior  service,  discharged  before  28  April  1989. 

BONUS  AMOUNTS:  The  test  will  offer  $10,000  bonus  for  each  year  of  affiliation  with 
the  Selected  Reserve  of  the  Army,  up  to  a maximum  of  3 years.  Physicians  must 
choose  1,  2,  or  3 years  of  affiliation  at  time  of  application.  Bonuses  will  be  paid  annually 
at  the  beginning  of  each  year  of  agreed  affiliation. 

TEST  PARAMETERS:  The  design  of  the  test  stipulates  that  bonuses  be  offered  in 
certain  geographic  areas.  To  qualify,  applicants  must  reside  within  those  areas  at  the 

time  of  accession. 

TO  FULLY  DETERMINE  YOUR  ELIGIBILITY  FOR  THIS  PROGRAM 

PLEASE  CONTACT: 

ARMY  RESERVE  HEALTH  CARE  TEAM 
SANTA  CRUZ  MEDICAL  BLD.,  N0.73,  BOX  107,  BAYAMON,  PR  00619 
OR  CALL:  (809)  798-8099  or  8853  COLLECT 
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DIGITALIS  TOXICITY  IN  THE  ELDERLY  WITH  NORMAL 
DIGITALIS  LEVELS  _ POSSIBLE  MECHANIMS 
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Hiram  Cardona,  Pablo  I.  Altieri,  Walmor  de  Mello,  José  Mar- 
tínez Toro,  Héctor  Banch,  Department  of  Medicine  and  Pharma- 
cology, University  of  Puerto  Rico,  Medical  Science  Campus 


Four  male  patients  mean  age  82  years,  presented  with  epi- 
sodes of  sinus  arrest  and  junctional  rhytms  and  one  with 
2:1  A-B-A-V  block,  requiring  temporary  pacing.  All  (P)  had 
ischemic  heart  disease  with  cardiomegaly.  All  were  on  digo- 
xin  .25mg  per  day.  The  electrolytes  and  blood  gases  in  all 
were  normal,  but  all  showed  some  degree  of  renal  insufficien- 
cy. The  digoxin  levels  in  all  were  within  normal  limits 
(<2.0ng/ml)  mean  value  = 1.3ng/ml.  The  digoxin  was  discon- 
tinued and  the  rhythm  and  block  abnormalities  disappeared. 
Periodic  hoi  ter  monitoring  have  not  show  any  abnormalities. 

The  possible  mechanims  being  investigated,  why  the  elderly 
get  intoxicated  with  normal  digoxin  levels  are  the  following: 

1.  The  NA'*'  pump  in  the  elderly  is  depressed  due  to  the  aging 
process,  and  is  more  susceptible  to  digoxin  at  lower 
level s. 

2.  The  mild  renal  insufficiency  seen  in  the  elderly  will 

produce  intracellular  acidifications.  This  augments  the 
intracellular  NA'*'  influx  via  NA^-H'*'  exchange.  This  pro- 
duces NA-pump  insufficiency. 


In  conclusion:  The  elderly  are  more  susceptible  to  digita- 
lis toxicity  with  normal  serum  levels  producing  a higher 
degree  of  NA-pump  insufficiency  and  gradual  degree  of  elec- 
trical uncoupling  and  an  increase  resistance  of  single  myo- 
cardial cells  with  subsequent  block.  Digoxin  if  needed 
should  be  given  with  great  care  in  elderly  P. 


Oil 


COMPARATIVE  MEASUREMENTS  OF  

GALLOPAMIL  AND  VERAPAMIL  IN  THE 
TREATMENT  OF  ISCHEMIC  HEART  DISEASE 

Eichstaedt  H. . Danne  O. , Kaiser  W. 
Cardiology  and  Radiology,  University 
Hospital  Rudolf  Virchow,  Berlin- 
Charlottenburg , FRG 

31  patients  (29m,  2fm) , x=55  years 

with  angiographically  confirmed  severe 
coronary  artery  disease  (10=3v,  17=2v, 
4=lv)  underwent  multiplanar  myocardial 
scintigraphy  for  the  study  of  micro- 
perfusion under  therapy.  The  patients 
received  2x2  mg  gallopamil  i.v.  with 
quantification  of  scintigraphic  impul- 
ses, followed  by  a 6 weeks  oral  treat- 
ment with  3x50  mg  gallopamil/day  and 
identical  investigations.  The  cross- 
over period  consisted  in  2x5mg  verapa- 
mil i.v.  and  6 weeks  oral  treatment 
with  3x80  mg.  Exercise  testing  showed 
statistically  significant  superiority 
of  gallopamil  with  an  increase  of 
microperfusion  of  33  % versus  verapa- 
mil, which  showed  an  increase  of  mico- 
perfusion  of  25  % in  ischemic  segments 

(p  <0.001) . 

Gallopamil  is  an  highly  effective  cal- 
cium-antagonist in  intensifying  myo- 
cardial microperfusion. 


HEMODYNAMIC  ABNORMALITIES  INDUCED  BY  SUBLINGUAL 
CAPTOPRIL 
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E Marshall,  H Méndez,  PI  Altieri,  H Banch,  J Martinez  Toro, 

R Rodriguez  Servera,  Department  of  Medicine,  University  of 
Puerto  Rico,  Medical  Science  Campus,  Rio  Piedras,  P R 

Eight  patients  (P)  with  ischemic  heart  disease  had  com- 
plete right  and  left  heart  catheterization  with  quantitative 
ventriculography  before  and  after  25mg  of  sublingual  capto- 
pril.  Hemodynamic  measurements  were  lOmin.  apart.  Pres- 
sures were  monitored  for  25  min.  post  total  absortion  of  the 
drug.  The  heart  rate  (HR)  increased  from  70  + 13  to  76  beats 
/min.  (P<.10).  There  was  no  change  in  the  arterial  blood 
pressure,  although  the  peripheral  systemic  resistance  ^PSR) 
decreased  from  22.5  + 5.4  to  13.2  + 12.3mmHg/min./Lt.  (P  < 
.15).  The  pulmonary  artery  pressure  (PAP)  was  increased 
from  15  j;  6 to  25  j;  5mmHg  (P<  .005)  and  the  total  pulmonary 
resistance  (PR)  increased  from  3.6  2 to  4.7  + 2mmHg/min./ 

Lt.  (P<.10).  The  wedge  pressure  increased  from  7 2 to 

14  +_  3mmHg  (P  <.05).  The  LVEDP  was  increased  from  15  4 

to  21  +_  5mmHg  ( <.05)  and  the  CO  increased  from  5.06  ± 5.78 
± 1.58Lt/min.  (P<.05).  The  LVEDV  increased  from  128  + 40  to 
145  + 37cc  (P<.35)  without  change  in  the  ESV.  The  EF  in- 
creased from  56  +;  3 to  61  4%  (P  < .025).  The  pressure 

abnormalities  disappeared  after  25  min.  In  conclusion: 
Captopril  sublingually  produces  a transient  elevation  of  the 
pulmonary  artery  pressure  and  resistance  with  parallel  abnor- 
malities in  the  volume-pressure  relationship  of  the  left  ven- 
tricle (LV).  These  changes  may  be  explained  by  abnormal ities 
in  the  lung  induced  by  captopril  followed  by  pulmonary  hy- 
pertension, and  due  to  ventricular  interdependence  volume 
pressure  abnormalities  in  the  LV.  These  changes  induced  by 
sublingual  captopril  should  be  given  attention  when  using 
this  drug  in  P already  with  pulmonary  hypertension. 


THORACIC  IMPEDANCE:  INFLUENCE  OF 
ALPRA20LAM  ON  THE  HEMODYNAMIC  CHANGES 
CAUSED  BY  STRESS. 
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HM  Morales-Balleio . RS  Eliot,  JB  Boone 
Institute  of  Stress  Medicine,  Denver,  CO. 

The  hemodynamic  effects  of  a single  dose, 
double  blind,  placebo-alprazolam  0 . 5mg  «ere 
compared  in  20  mild  hypertensive  men  (pts)  aged  35 
to  65,  subjected  to  lo«  challenge  alpha  adrenergic- 
cold  pressor  test  (cold)  - and  beta  adrenergic  - 
mental  arithmetic  test  (math)  and  competitive  video 
game  test  (video).  Plasma  catecholamines  (cat)  and 
cortisol  (cort)  levels  were  measured  at  rest  and 
during  the  stress  test.  Self-reported  levels  of 
anxiety  were  also  compared.  Systolic  blood 
pressure  (SBP) , diastolic  blood  pressure  (DBP) , and 
mean  blood  pressures  (MBP)  were  measured  using 
oscillometric  apparatus.  Heart  rate  (HR),  stroke 
volume  index  (SVI)  and  contractility-Heather  Index 
(HI)  were  obtained  using  impedance  cardiography. 
Cardiac  index  (Cl)  and  total  systemic  resistance 
(TSR)  were  then  calculated.  The  mean  differences 
before  and  after  the  administration  of  alprozolam 
0 . 5mg  (10  pts)  and  placebo  (10  pts)  were  compared. 

Alprazolam  decreased  self-reported  levels  of 
anxiety  (p<0.05).  Significant  hemodynamic  changes 
were  as  follows:  At  rest  SBP  1 (p<0.02). 

Cl  Í (p<0.05);  during  math  SVI  1 (p<0.05). 

Cl  1 (p<0.05),  HI  1 (p<.0.05),  TSR  T (p<0.02); 
during  video  SVI  1 (p<0.02).  Cl  1 (p<0.02), 

HI  1 (p<0.02),  TSR  T (p<0.02);  during  cold 

Cl  i (p<0.01),  cat  and  cort  levels  were  reduced  but 

the  differences  were  not  statistically  significant. 

In  conclusion,  alprazolam  reduces  self-reported 
levels  of  anxiety.  SBP  and  Cl  at  rest  and  cardiac 
work  during  stress  were  also  reduced.  This  effect 
may  be  beneficial  in  cardiac  disorders  displaying 
exaggerated  sympathetic  tone. 
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DOBUTAMINE  RADIONUCLIDE  ANGIOGRAPHY 
IN  PATIENTS  WITH  CORONARY  ARTERY  DISEASE 

Movahed,  A.,  Reeves.  W.C.,  and  Jolly,  S.R., 

Section  of  Cardiology,  East  Carolina  University 
School  of  Medicine,  Greenville,  NC. 

Predicting  potential  reversibility  of 
ischemic  left  ventricular  dysfunction  prior  to 
coronary  revascularization  (CR)  is  essential. 

We  examined  dobutéimine  (D)  radionuclide 
angiography  in  15  patients  (pts)  with  coronary 
artery  disease  and  regional  left  ventricular 
dysfunction  (RLVD).  Baseline  left  ventricular 
ejection  fraction  (LVEE)  ranged  from  0.17  to 
0.57.  Eleven  pts  responded  to  D infusion  of  10 
and  20  pg/kg/min  with  an  increase  in  LVEF 
greater  than  0.04  or  more.  Eight  pts  had 
improvement  in  RLVD.  Overall,  LVEF  increased 
from  0.30+0.03  to  0.37+0.04  and  0.39+0.04  (mean 
+ SEM)  with  10  and  20  pg/kg/min  D.  One  pt  showed 
a diminished  LVEF  and  a new  asynergic  regional 
wall  motion  abnormality  with  D.  Significant 
hemodynamic  effects  included  tachycardia:  77+3 
to  89+4  and  105+6  beats/minute  and  elevated 
systolic  pressure:  116+4  to  141+7  and  151+8  mm 
Hg  with  10  and  20  pg/kg/min  D.  Three  pts  with 
improved  RLVD  during  D infusion  had  subsequent 
CR  (CABG  or  PTCA)  with  recovery  of  LVEF  and 
RLVD  to  levels  seen  during  D radionuclide 
angiography.  It  is  concluded  that  (1)  D 
improved  LVEF  in  most  pts  with  coronary  artery 
disease  and  left  ventricular  dysfunction  and  (2) 
improved  ischemic  RLVD  induced  by  D may  predict 
recovery  of  function  after  successful  CR. 


2,3  BUTANEDIONE  MONOXIME  PROVIDES 
SUPERIOR  MYOCARDIAL  PROTECTION  WHEN  — 
COMPARED  TO  POTASSIUM  CARDIOPLEGIA  IN  THE 
ISCHEMIC  ISOLATED  RAT  HEART. 
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Mueller  M,  Leavitt  B,  Mullerl  L,  LeWinter  M, 

Hasenfus  G,  Alpert  N,  and  Coffin  L. 

Departments  of  Surgery  and  Physiology 
University  of  Vermont  College  of 
Medicine,  Burlington  Vermont,  USA. 

This  study  was  designed  to  evaluate  the 
effects  of  2,3  Butanedione  Monoxime  (BDM)  on 
myocardial  protection.  Recently,  BDM  was 
shown  to  preserve  myocardial  contractility 
from  dissection  injury.  We  tested  the 
hypothesis  that  BDM,  by  blocking 
crossbridges,  would  decrease  oxygen 
demand  minimizing  ischemic  Injury.  Using 
a modified  Langendorff  preparation,  we 
compared  the  effect  of  BDM  (60mmol/l)  to 
a crystalloid  potassium  cardloplegic 
solution  (30  mEq/1)  on  the  hemodynamic 
recovery  of  14  isolated  rat  hearts 
subjected  to  60  minutes  of  hypothermic 
(28°C)  ischemic  arrest.  After  30  minutes 
of  reperfusion,  BDM  hearts  exhibited 
signs  of  superior  myocardial  preservation 
with  significantly  higher  return  of  left 
ventricular  peak  systolic  pressure  (74% 
vs.  61%  P=.023),  positive  dp/dt  (81%  vs. 

63%  P=.009),  and  negative  dp/dt  (83%  vs. 

69%  P=0.045).  These  results  suggest  that 
BDM  provides  superior  myocardial 
protection  when  compared  to  standard 
potassium  cardioplegia  in  the  ischemic 
Isolated  rat  heart. 
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ANESTHESIA  INDUCE  CORONARY  ARTERY  SPASM:  A 
CASE  REPORT  AND  REVIEW  OF  THE  LITERATURE. 
Ediberto  Soto,  M.D. , W.F.C.Duvernoy , M.D., 

Shukri  David,  M.D.,  and  Delano  Small,  M.D. 

A 57-year-old  white  female  without  previous 
cardiac  history  presented  for  a left  stapedec- 
tomy. Immediately  after  anesthesia  induction 
a marked  ST  elevation  was  noted  on  the  EKG 
monitor.  Premature  ventricular  constriction 
as  well  as  non-sustained  ventricular  tachy- 
cardia were  noted.  These  changes  resolved 
Immediately  after  nitroglycerin  infusion  and 
seventy-five  milligrams  of  lidocaine  were 
given . 

A coronary  angiogram  revealed  normal  coronary 
arteries  and  left  ventriculogram.  Ergonovine 
stimulation  was  not  performed.  The  patient 
was  discharged  home  on  calcium  entry  blockers 
and  nitrates.  Exercise  stress  test  two  weeks 
after  discharge  was  negative  for  ischemia. 
Induction  of  anesthesia  triggering  coronary 
spasm  has  been  reported  rarely,  and  to  our 
knowledge  never  in  the  presence  of  completely 
normal  coronary  anatomy.  Coronary  vasospasm 
with  typical  EKG  changes  i.e.,  ST  elevation 
and  ventricular  arrhythmias  has  to  be  included 
as  possible  complications  of  general  anesthesia. 
Recognition  of  this  syndrome  allows  prompt 
treatment  and  prevention  of  future  episodes. 


LASER  IRIDOPUNGTURE  - AN 
EFFECTIVE  NONPHARMACOLOGICAL 
AGENT  IN  PAPOXYSMAL  SUPRAVENTRICULAR 
TACHYCARDIA 
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Zalesski  V.N. , Piskovatsky  P»M.. 
Zviagina  L.A»  Kavetsky  Institute  of  On- 
cology  Problems,  Acad.  Sci.  Ukr.SSR, 
Kiev  252127,  USSR. 


The  autonomic  nervous  system  has  been 
implicated  in  many  ways  in  tachiarrhy- 
thmia  modulation  mechanisms.  V(e  evalu- 
ated the  effect  of  laser  iridopuncture 
(LIP)  combined  with  basic  treatment  (be- 
ta-blockers, etc)  in  30  patients  with 
paroxysmal  supraventricular  tachycardia 
(PST).  In  the  study,  a c/w , multimode 
He-Ne  laser  (632.8  nm,  3x10“3w)  was  ap- 
plied to  ZONE  ANULUS  IRIDIS  ("autono- 
mic") MINOR  (in  sector  from  2h  to  3h)  on 
the  left  eye.  The  alternating  applicati- 
on of  LIP  and  propranolol  (a  half  of 
the  conventional  dosage)  resulted  in  re- 
ducing both  PST  events  onset  number  and 
length  (P<0.05)  so  as  in  lowering  of 
the  rate  of  ventricular  contractions 
frequency  (P<  0.002). 

LIP  (mechanism  of  "biostimulatory" 
phenomenon)  produced  a suppression  of 
sympatetic  effects  of  the  mild  beta-blo- 
cking type.  Also,  results  may  impact  im- 
prove the  ability  of  practitioners  an 
applying  research  results  to  clinical 
practice . 
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YOCON* 

YOHIMBINE  HCI 


Description;  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-1 6a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  related  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  it  is 
weaker  and  of  short  duration.  Yohimbine  s peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  aipha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hormone. 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B- adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any,  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage. 

Indications:  Yocon«  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac. 

Contraindications:  Renal  diseases,  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  information  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  tor  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history  Nor  should  it  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patients  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevation  of  blood  pressure  and  heart  rate,  In- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  drug.'''^  Also  dizziness, 
headache,  skin  flushing  reported  when  used  orally. ^ ^ 

Dosage  and  Administration:  Experimental  dosage  reported  in  treatment  of 
erectile  impotence, ' 1 tablet  (5.4  mg)  3 times  a day.  to  adult  males  taken 

orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 
or  nervousness.  In  the  event  of  side  effects  dosage  to  be  reduced  to  Vi  tablet  3 
times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 
therapy  not  more  than  10  weeks, ^ 

How  Supplied:  Oral  tablets  of  Yocon^  1/12  gr.  5.4  mg  in 


AVAILABLE  EXCLUSIVELY  FROM 


bottles  of  100's  NDC  53159-001-01  and  1000's  NDC 
53159-001-10. 
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LOW  DOSE  ANT I COAGULATION  IN  MECHANI-  017 

CAL  PROSTHETIC  HEART  VALVES  

Wi  1 son D . M •_D •_ a nd_  Du rm_, _M . I. , M.D. 
DepáríñierTT  of^edTcTne  TTril  y/ers'i  ty  of  Kansas 
School  of  Medicine,  Kansas  City,  Kansas 
Between  1/72  and  9/88,  123  mechanical 

prosthetic  heart  valves  (86  BS,  31  SJ  and  6 
SE)  were  implanted  in  101  patients  who 
received  long-term  anticoagulant  therapy 
monitored  at  KUMC  with  prothrombin  times  (?T) 
maintained  between  1.3  and  1.5  times 
control.  Average  follow-up  per  patient  was 
4.7  years.  At  the  end  of  follow-up,  20 
patients  had  died.  Of  mortality  directly 
related  to  anticoagulation,  3 patients  died 
of  CNS  bleeds  and  1 to  a valve  thrombosis. 
During  23.1%  of  patient  follow-up  pei^iod,  PTs 
were  low,  < 1.3  times  control  (l);  34.9%  were 
in  range  (IR);  and  42.0%  high,  >1.5  times 
control  (H).  There  were  36  bleeding  episodes 
(7.6/100  patient  years),  9 GU,  10  GI,  5 
respiratory,  5 musculoskeletal  and  7 CNS.  In 
66.7%  of  patients  with  bleeding,  the  PT  was 
H,  16.7%  were  IR,  and  19.4%  were  L.  There 
were  8 thrombotic  episodes  (1.7/100  patient 
years),  4 CNS,  2 venous  and  2 valve 
thrombosis.  In  those  patients  37.5%  of  PTs 
were  H,  12.5%  were  IR  and  75%  were  L.  Low 
dose  anticoagulation  with  PTs  of  1.3  to  1.5 
times  control  does  not  predispose  patients 
with  mechanical  prostiietic  valves  to  an 
increased  number  of  thromboembolic  episodes 
and  may  decrease  the  number  of  hemorrhagic 
episodes  when  PTs  are  maintained  in  the 
control  range. 


SEVEN  YEARS  EXPERIENCE  WITH  THE  MEDTRONIC  HALL 
VALVE 
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PI  Altieri,  E Defendini,  J Martinez  Toro,  H Banch.  Depart- 
ment of  Medicine  and  Surgery,  University  of  Puerto  Rico, 
Medical  Science  Campus. 

The  Medtronic  Hall  Valve  is  a pivotal  disc  valve  which 
consists  of  a pyrolitic  carbon  disc,  a titanium  housing  and 
teflon  sewing  ring.  In  the  last  seven  years  we  have  inser- 
ted 319  valves.  The  mean  age  of  the  patients  with  aortic 
valve  replacement  was  47  years  and  in  the  mitral  32  years. 
There  was  a relation  of  sex  2:1,  females  over  males,  in  the 
mitral  position,  while  in  the  aortic  was  the  reverse.  There 
were  25  double  valves.  In  the  aortic  position  the  most  fre- 
quent valve  sizes  used  were:  #21,  #23,  #25,  while  in  the 
mitral  position  was  #29,  #27,  and  #25. 

There  was  an  overall  mortality  of  7%,  and  none  was  related 
to  valve  failure.  There  has  been  only  one  patient  with  cli- 
nically significant  hemol  is  and  no  significant  paravalvu- 
lar  leaks  have  been  detected.  Most  of  the  deaths  have  been 
related  to  left  ventricular  dysfunction.  Technically  to 
avoid  valve  related  death,  the  large  orifice  of  the  valve 
has  to  be  inserted  posteriorly  to  avoid  disc  entrapment. 

All  are  followed  in  the  anticoagulation  clinic,  keeping  the 
prothrombin  time  twice  the  control. 

In  conclusion:  The  Medtronic  Hall  Valve  is  an  excellent 
valve  hemodynamical ly  with  few  complications  due  to  its 
simplicity  and  compares  with  all  similar  valves  in  the 
market  today. 


ST.  JUDE  PROSTHETIC  VALVE:  THE  FIRST 
138  PATIENTS  (1978-80) 

de  Castro,  C. , Elayda,  M.A.,  Garcia,  E.,  Hall,R. 

, Gray,  A, , Hallman,  G.L.,  Cooley,  D.A.  Texas 
Heart  Institute  and  St.  Luke's  Episcopal 
Hospital,  Houston,  Texas 

This  study  reviews  the  data  on  the  first  138 
consecutive  patients  (pts),  aged  4 to  81  years 
(yrs)  (mean  48.3),  who  underwent  mitral  (MVR) , 
aortic  (AVR)  and  double  (DVR)  valve  replacement 
with  the  St.  Jude  prosthesis  (SJP)  from  1978  to 
1980.  There  were  41  men  (29.7%)  and  97  women 
(70.3%),  with  a mean  age  of  48.3  yrs.  Surgery 
included  AVR  in  77,  MVR  in  45  and  DVR  in  16. 
Twenty  two  patients  had  previous  cardiac  re- 
lated surgery.  Concomitant  aortocoronary  by- 
pass was  performed  in  21  pts  and  5 had  aortic 
aneurysm  repair  and  8 pts  had  other  valve  p'^o- 
cedure.  There  were  14  operative  deaths.  The 
overall  actuarial  survival  was  93.8%  at  5 yrs 
and  80%  at  lOyrs.  All  pts  were  anticoagulated 
and  on  last  contact  93%  of  the  survivors  were 
on  regular  anticoagulant  therapy.  No  fatal 
anticoagulation  related  complications  and  valve 
failure  were  observed.  5 pts  had  CVA  after 
stopping  anticoagulation.  At  the  most  recent 
follow-up,  there  were  17  late  deaths  (only  3 
were  valve  related) . Long  term  functional 
evaluation  of  the  pts  showed  good  results  in 
78%  of  the  survivors.  It  is  concluded  that  SJP 
is  durable  and  provides  beneficial  effect  and 
is  without  mechanical  failure  over  the  10  year 
experience . 


LATE  COMPLICATIONS  IN  PATIENTS  WITH 
lONESCU-SHILEY  AND  ST.  JUDE  VALVE 
REPLACEMENT 
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de  Castro,  C. , Elayda,  M.A.,  Garcia,  E.,  Hall, 
R. J . , Gray,  A.,  Cooley,  D.A. , Texas  Heart 
Institute  and  St.  Luke's  Episcopal  Hospital, 
Houston,  Texas 

Patients  (pts)  receiving  lonescu-Shiley  (IS) 
and  St.  Jude  prosthesis  (SJP)  from  1978-1988 
were  analyzed  for  thromboembolism,  anticoagula- 
tion, hemorrhage,  endocarditis,  valve  failure, 
reoperation  and  late  death.  A total  of  2776 
pts  received  IS  (1499  aortic  ISA),  1014  mitral 
(ISM)  and  263  double  valve  replacement  (ISDVR) 
with  a total  patient  year  (pt-yr)  follow  up  of 
11,490  yrs.  They  were  compared  with  2872  pts 
receiving  SJP  (1815  aortic  (SJA),  804  mitral 
(SJM)  and  253  double  valve  (SJDVR)  with  a total 
pt  yr  follow  up  of  4,894  yrs.  Valve  related 
complications  expressed  as  percent  per  pt  yr 
are:  perivalvular  leak:  0,74  IS  and  0.80  SJP; 
thromboembolism:  0.99  IS  and  1.16  SJP;  endo- 
carditis 0.38  IS  and  0.39  SJP;  \alve  failure: 
0.54  IS  and  0.0  SJP;  hemorrhage:  0 and  0.21. 

At  eight  yrs  follow  up,  84.8%  of  SJA,  82.6%  of 
SJM,  78.7%  of  SJDVR  and  69%  of  ISA,  73%  of  ISM 
and  70.5%  of  ISDVR  were  alive  and  free  of  all 
complications.  Late  mortality  rate  was,  9.9% 
fo’"  SJP  and  20.6%  for  IS,  Survival  at  8 yrs 
was  76.8%  for  SJA  and  68%  for  ISA;  74.8%  for 
SJM  and  68%  for  ISM;  and  73.3%  for  SJDVR  and 
60%  for  ISDVR.  The  clinical  performance  of  SJP 
and  IS  valves  are  similar  except  for  the 
incidence  of  valve  failure  seen  in  IS. 
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Valvular  Hear!  Disease 
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RISK  OF  EARLY-ONSET  PROSTHETIC  VALVE 

ENDOCARDITIS  (EO-PVE)  AFTER  VALVE  

SURGERY 

Keys,  T.F.  Cleveland  Clinic  Foundation, 
Cleveland,  Ohio 

During  1986-88,  A7  patients  who  underwent 
prosthetic  cardiac  valve  surgery  developed  bac- 
teremia or  fungemia  during  the  same  hospitaliza- 
tion or  within  60  days  of  implantation.  Twenty 
patients  had  early  infections  after  surgery 
(within  2 weeks),  and  they  were  caused  by  Staph 
aureus  (3),  CNS  (2),  Enterococcus  (5),  GNB  (8) 
and  yeasts  (1).  Recognized  sources  were  vascu- 
lar lines  (4),  wounds  (9),  lungs  (3)  and  urine 
(2).  Eight  (40%)  patients  died,  including  one 
with  EO-PVE  due  to  Candida  albicans . Autopsy 
studies  in  3 other  patients  showed  no  evidence 
of  endocarditis. 

Twenty-seven  patients  had  late  bloodstream 
infections  (after  2 weeks  of  surgery)  and  they 
were  due  to  Staph  aureus  (11),  Enterococcus  (3), 
GNB  (5),  yeasts  (6),  and  others  (2).  Sources 
were  vascular  lines  (7),  wounds  (8),  lungs  (4), 
and  urine  (1).  Four  (15%)  developed  EO-PVE;  3 
were  due  to  Staph  aureus  and  1 to  Candida  albi- 
cans ; one  patient  died.  Nineteen  (83%)  of  the 
remaining  23  patients  died,  usually  from  multi- 
ple organ  failure  during  prolonged  mechanical 
support.  Autopsy  studies  in  9 showed  no 
evidence  of  endocarditis. 

We  conclude  that  EO-PVE,  although  rare,  most 
often  follows  bloodstream  infections  later  than 
2 weeks  after  surgery  and  is  usually  due  to 
Staph  aureus . 


PULMONARY  ARTERY  HYPERTENSION  IN  PURE  AORTIC 
STENOSIS 
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Pablo  I.  Altieri,  MO,  Edwin  Marshall,  MD,  José  Martínez  Toro 
MO,  Héctor  Banch,  MD,  Department  of  Medicine,  University  of 
Puerto  Rico,  Medical  Science  Campus,  Rio  Piedras,  P R. 

The  findings  of  pulmonary  artery  hypertension  (PAP)  in 
pure  aortic  stenosis  (AS)  has  been  rarely  studied.  We  stud- 
ied 12  patients  (P),  mean  age  55  years  with  pure  AS  and  di- 
vided them  in  3 groups.  Group  I with  pulmonary  artery 
systolic  pressure  { PSP) < 30mmHg;  Group  II  with  PSP  between 
30mmHg  to  60mmHg  and  Group  III  with  PSP>óOmmHg.  The  PSP 
was  correlated  with  different  hemodynamic  parameters  and 
operative  survival  (short  and  long). 

Group  I had  the  lowest  PSP  = 20mmHg,  aortic  valve  gradient 
(AVG)  - 12  ± IDmmHg,  left  ventricular  end-diastolic  pressure 
(LVEDP)  = 2.5  + l.OmmHg  and  the  highest  EE  = 65  +19%, 

Group  II  showed  a statistically  significant  difference  when 
compared  with  Group  I (P<.005)  in  PSP  = 40  +;5mmHg,  AVG  = 

73  19mmHg,  LVEDP  = 25  llmmHg  and  EE  = 55  21%.  Group 

III  showed  the  same  statistically  significant  difference, 
when  compared  with  Group  I (P<.005),  but  no  difference 
with  Group  II:  PSP  = 43  + 16mmHg,  AVG  = 58  + 16mmHg,  LVEDP 
= 19  j+  12mmHg,  EE  = 55  + 19%.  The  correlation  factor  (CE) 
between  LVEDP  and  PSP  was  low  0.21,  but  the  linear  regres- 
sion by  power  curve  fit  increased  to  0.41.  The  P with  AVG 
>than  SOmmHg  had  surgery  with  no  mortality.  Eive  to  seven 
years  follow-up  have  shown  asymptomatic  P. 

In  conclusion:  P with  AS  usually  have  PAP  (80%).  This 
elevation  may  be  due  to  a reduction  of  systolic  left  ven- 
tricular function  I'TE)  with  an  elevation  of  LVEDP.  Due  to 
the  low  correlation  of  the  above  parameters,  other  factors 
like  subendocardial  ischemia  due  to  an  increase  on  the  left 
ventricular  mass,  may  contribute  to  this  abnormality. 
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MEDICAL  TREATMENT  OF  LATE  ONSET 
PROSTHETIC  VALVE  ENDOCARDITIS 
(LO-PVE) 

Chaudhry , A . Z . , and  Keys,  T.F. 

Cleveland  Clinic  Foundation,  Cleveland,  Ohio. 

During  1978-87,  29  patients  were  identified 
with  LO-PVE  who  received  only  medical  treat- 
ment during  hospitalization.  All  were  adults, 
none  were  drug  addicts  and  mean  duration  of 
follow-up  was  31  months  (mos). 

24  (83%)  patients  were  cured.  Median 
interval  between  implant  and  diagnosis  was 
44  mos.  Mean  age  was  60  years  (range  33-78). 
16  patients  had  bioprosthetic  and  8 mechanical 
valves.  Infecting  bacteria  were  streptococci 
(18),  gram-negative  bacilli  (4),  Listeria 
monocytogenes  ( 1 ) and  Staph  aureus  ( 1 ) . 

5 (17%)  patients  died  during  hospitaliza- 
tion from  complications  of  PVE.  Median  inter- 
val between  implant  and  diagnosis  was  48  mos. 
Mean  age  was  53  years  (range  28-66).  4 

patients  had  mechanical  valves;  only  1 a bio- 
prosthetic valve.  Infecting  bacteria  were 
staphylococci  (3),  streptococci  (1)  and 
Pseudomonas  aeruginosa  ( 1 ) . 

We  conclude  that  medical  therapy  appears 
effective  for  LO-PVE;  however,  cases  due  to 
staphylococci  on  mechanical  valves  may  benefit 
from  early  surgical  intervention. 
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ENFERMEDAD  PULMONAR  INTERSTICIAL 
INTERSTITIAL  LUNG  DISEASE 


t.nft'rmcdatl  Pulmonar  InlcrMk  ial 


Bol.  Asoc.  Med.  P.  Rico  - Abril  1990 
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Proteinosis  Alveolar:  Lavado  Pulmonar 
Bilateral  T otal . Ranirez-Rivera , J., 
Ranirez-Zuluaga,  R. , Gomez-Piza , M . , E . 
Departamento  de  Medicina,  Universidad  de  Puerto 
Rico  y Departamentos  de  Medicina  y Anestesiolo- 
gía, Universidad  de  Antioquia,  Medellin,  Colom- 
bia . 

Lavado  unilateral  pulmonar  total  es  la  terapia 
establecida  para  la  proteinosis  alveolar.  In- 
formamos la  realización  exitosa  de  un  lavado 
pulmonar  bilateral  total  en  el  mismo  acto  anes- 
tésico de  un  joven  de  16  años  con  esta  enferme- 
dad. 

Bajo  anestesia  general  se  separó  la  ventilación 
de  cada  pulmón  con  un  tubo  de  doble  lumen.  Se 
lavó  el  pulmón  derecho  con  13L  de  solución  sa- 
lina a 37°C,  heparinizada  y amortiguada  a un  PU 
de  7.4  usando  el  método  conocido.  Se  ventila- 
ron ambos  pulmones  con  un  ' peep"  de  lOcm  M2O 
hasta  la  desaparición  de  los  estertores  en  el 
pulmón  lavado.  Se  procedió  luego  a lavar  el 
pulmón  izquierdo  con  20L  de  la  solución  des- 
crita. El  tiempo  total  del  procedimiento  fue 
de  3.5  horas;  la  Sa02  no  bajo  de  92%  ni  el 
Pa02  de  65  torr.  Post  lavado  el  paciente  se 
mantuvo  en  un  ventilador  por  2 horas.  El 
"peep"  inicial  de  lOcm  H2O  y la  fracción  ins- 
pirada de  oxígeno  fueron  disminuidos  gradual- 
mente; se  extubó  cuando  el  Pa02  superó  75  torr. 
El  paciente  fue  dado  de  alta  en  24  horas  con 
una  mejoría  radiográfica  y funcional. 
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THE  EFFECT  OF  HYPEROXIA  ON  HUMAN  

NEUTROPHIL  PROTEOLYTIC  ACTIVITY. 

Betancourt  D.,  Palmaren  M.  Departments  of 
Pediatrics  and  Medicine,  Tulane  School  of 
Medicine,  New  Orleans,  Louisiana 

To  determine  the  effect  of  hyperoxia  on 
proteolytic  activity  of  human  neutrophils,  lung 
extracellular  matrix  (ECM)  was  incubated  at 
different  oxygen  concentrations  with  unactivated 
neutrophils  or  phorbol  myristate  acetate  (PMA) 
activated  neutrophils.  ECM  alone  incubated  at 
different  oxygen  concentrations  was  the  negative 
control.  Hydroxyproline  (HP)  released  into  the 
medium  was  measured  as  an  indicator  of  lung 
injury. 

pg  of  Hydroxyproline  Released^ 

21%  Oj  95%  Oj 

Neg  Ctol  0.707+  0.199  0.437+  0.111 

Unactiv  1.279+  0.266* *  1.636+  0.311 

PMA-activ  3.115+  0.859*  2.127+  0.437 

^ Values  expresed  as  mean  + SEM 

* signicantly  different  (p<0.05) 

We  conclude  that  hyperoxia  did  not  enhance 
proteolytic  damage  from  PMA-activated  cells. 
However,  because  the  unactivted  cells  incubated 
in  95%  Oj  realeased  as  much  HP  as  did  PMA- 
activated  cells,  hyperoxia  appears  able  to 
activate  the  proteolytic  activity  of 
neutrophils. 
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DIGITAL  CLUBBING  IN  PIGEON  BREEDERS  

DISEASE  IN  MEXICO  CITY:  PREVALENCE 
AND  PROGNOSTIC  SIGNIFICANCE. 

Salas-Hernandez , J.,  Sansores,  R.,  Chapela,  R. , 
Sanchez,  M.  , Barquín,  N.,  Selman,  M.  Instituto 
Nacional  de  Enfermedades  Respiratorias,  México. 

We  evaluated  de  prevalence  and  prognostic  - 
significance  of  digital  clubbing  ( DC  ) in  82 
patients  ( 78  females,  mean  age  41.1  years  old) 
with  pigeon  breeders  disease  ( PBD  ) . PBD  was  - 
diagnosed  according  to  standard  criteria  inclu- 
ding an  open  lung  biopsy  and  positive  serum  pr£ 
cipitating  antibodies  to  avian  antigens.  DC  was 
classified  as  present  or  absent  during  the  fir- 
st evaluation.  Accordingto  the  severity  of  abnor 
malities  in  lung  function  ( Cst,  TLC,  FVC,  Pa02, 
and  degree  of  dyspnea  ) patients  were  classified 
in  3 stages  of  functional  impairement  during  the 
first  consult  and  1 year  later.  Comparing  the  - 
second  functional  score  with  the  initial  we  cla 
ssified  the  evolution  of  the  patieits  as  stable, 
worse  and  improved.  We  compared  the  presence  of 
DC  to  the  functional  score  and  to  the  evolutioa 

51  % of  our  patients  had  DC  at  first  consult. 
Patients  with  and  without  DC  distributed  similar 
ly  in  the  3 functional  stages  at  first  consult. 
However,  patients  with  DC  deteriorated  more  co- 
mmonly than  those  without  DC  ( 16/44  vs  5/38  - 
P 0.05  ).  We  concluded  that  DC  is  present  in 
aproximatly  half  of  our  patients  with  PBD  and  - 
it  is  associated  with  a worse  prognosis. 


ALTERACIONES  HEMODINAMICAS  EN  LA 
NEUMONITIS  POR  HIPERSENSIBILIDAD . 
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Dr.  Sanchez,  G.M.;  Dr.  Castro,  G.V. ; Dr.  Gar- 
za, CH.O.;  Dr.  Salas,  H.J.;  Dra.  Chapela,  M. 
R. ; Dr.  Selman,  L.M. 

Instituto  Nacional  de  Enfermedades  Respirato- 
rias, México,  D.  F.  México. 

Con  objeto  de  evaluar  las  posibles  alteracio- 
nes hemodinámicas  en  pacientes  con  neumonitis 
por  hipersensibilidad  (HN)  se  efectuó  catete- 
rismo cardiaco  derecho  a 13  pacientes  con  es- 
ta enfermedad.  El  tiempo  de  evolución  prome- 
dio fue  de  16  meses  + 10  y su  edad  promedio  - 
fue  de  47.5  + 11.7. 

Nuestros  resultados  mostraron  que  en  11  de 
los  13  pacientes  hubo  un  incremento  estadista 
camente  significativo  de  las  siguientes  medi- 
ciones: Presión  sistólica  del  ventrículo  de- 
recho de  40  mmHg  + 13.2;  Presión  diastólica  - 
del  ventrículo  derecho  10  + 8.  Presión  media 
en  la  arteria  pulmonar  25+9;  Gasto  cardía- 
co 4.8  litros  + 1.9;  índice  cardiaco  5.2  + - 

3.4;  volumen  latido  54.1  + 15.9;  Cortos  cir — 
cultos  18.5  + 10.3,  resistencia  arteriolar 
pulmonar  451  + 257;  resistencia  pulmonar  to- 
tal 518  + 371. 

Estos  hallazgos  demuestran  que  durante  el  de- 
sarrollo de  la  N.H.  existe  una  repercusión  - 
de  la  ciruculación  derecha,  la  cual  puede  te- 
ter  un  componente  mixto:  anatómico  y fundo — 
nal  (hipoxia) . 
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THE  RELATIONSHIP  BETWEEN 
SARCOIDOSIS  AND  MALIGNANCY 
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Hyland,  R.H.,  Suen,  J.,  Chan,  C.K.,  Forse,  M. 
The  Wellesley  and  Princess  Margaret  Hospitals, 
University  of  Toronto,  Toronto,  Canada. 

In  a retrospective  survey  of  our  experience 
from  1983  to  1988,  we  identified  six  cases  of 
sarcoidosis  (S)  occurring  in  close  association 
with  malignancy  (M) . In  all  cases,  the  diag- 
nosis of  S was  made  by  compatible  respiratory 
symptoms,  chest  radiograph  infiltrates,  the 
demonstration  of  non-caseating  granulomas  by 
either  transbronchial  or  open  lung  biopsy 
together  with  remission  of  malignancy  and 
negative  microbiology. 


Case 

No. 

Interval  (months)  from 
Malignancy  to  Sarcoidosis 

Type  of 
Malignancy 

I 

108* 

HD+,  NHL++ 

2 

7 

ovarian 

3 

8 

breast 

4 

7 

HD 

5 

10 

NHL 

6 

28  (15  after  BMT**) 

TCL+-H- 

+Hodgkin's  Disease  -H-Non-Hodgkin ' s Lymphoma 
-H-+T-Cell  Lymphoma  *18  months  from  NHL  to 
sarcoidosis  **allogeneic  Bone  Marrow  Transplant 
In  all  cases  M preceded  G,  in  direct  con- 
trast to  the  majority  of  previously  reported 
cases.  In  cases  1,  4 and  5,  S appeared  with- 
in 6 months  after  chemotherapy.  We  hypothe- 
size that  immune  up-regulation  via  an  innate 
host  response  to  M +/-  chemotherapy  may  result 
in  a "hyper-response  state"  such  as  S. 
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ONE  STAGE  BILATERAL  BuLLECTOMIES  VIA 
MEDIAN  STERNOTOMY  FOR  BÜTTOUS 
SARCOIDOSIS: A CASE  REPORT 


Peña  C./Mehtd  A. /and  Cosgrove  D.  Divisions  of 
Pulmonary  Medicine  and  Thoracic  Surgery»  The 
Cleveland  Clinic  Foundation,  Cleveland,  Ohio. 

A 37  year  old  woman  with  long  standing 
diabetes,  and  stage  IV  sarcoidosis  had  been 
unsuccessfully  treated  with  intermittent  and 
variable  doses  of  prednisone  for  six  years. 

The  initial  chest  X ray  showed  retículo 
nodular  infiltrates  in  both  lungs  and  bullae 
in  both  lung  bases. FVC : 1. 71L ( 46%pred ) , 

FEVl : 1 . 31L ( 41%pred ) , TLC : 2 . 99L ( 58%pred ) , DLCO : 1 1 -9 
{56%pred) .She  also  had  mild  hypoxemia. Her 
clinical  course  .as  complicated  by  a 
spontaneous  right  sided  pneumothorax  and 
enlargement  of  the  bullae  that  compressed  the 
upper  portions  of  both  lungs, with  subsequent 
respiratory  insufficiency. Prior  to  surgery,  a 
digital  subtraction  pulmonary  angiogram  showed 
normal  branching  of  the  lung  vessels  in  the 
compressed  upper  lobes. A 50%  decrease  in  her 
lung  mechanics  and  volumes  over  the  past  3 
years  was  also  demonstrated. 

One  stage  bilateral  bullectomies  via  median 
sternotomy  were  successfully  performed  that 
resulted  in  80%  to  100%  increase  in  her  lung 
mechanics  and  volumes,  with  significant 
improvement  in  her  respiratory  symptoms. 

To  our  knowledge, this  is  the  first  time  this 
technique  has  been  used  in  management  of 
bullous  sarcoidosis, its  main  goal  being, to 
rehabilitate  rather  than  cure  this  patient. 
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Lady  Killer 

Among  many  yoimg  women,  smoking  is  viewed  as  stylish. 

It  is  not.  Smoking  is  deadly. 

If  you  smoke,  please  consider  stopping.  For  help,  information  and  support, 
please  contact  your  local  American  Cancer  Society. 
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Acute  Histoplasmosis:  Hazard  of 
Marihuana  Plant  Hunters:  Importance 
of  Ketoconazole . Ranirez-Rivera , J. 

Departments  of  Medicine.  Puerto  Rico 
School  of  Medicine  and  Industrial  Hospital. 

Histoplasmosis  has  not  been  previously  asso- 
ciated with  uprooting  marihuana  plants.  Treat- 
ment is  frequently  delayed:  Therapy  with  ampho- 
terecin  B is  toxic  and  requires  hospitalization. 

Two  Policemen  (PM)  uprooted  a marihuana  patch 
in  a rem.ote  hill  near  Lares.  Another  2 PM  pa- 
cked the  truck.  Within  10  davs  the  4 PM  deve- 
loped fever  and  hacking  cough.  The  2 PH  v/ho 
packed  the  truck  become  afebrile  after  4 to  5 
days.  The  2 PM.  who  uprooted  the  plants  were 
hospitalized  with  progressive  nodular  infil- 
trates. Five  weeks  after  exposure  (AE) , fever, 
crackles  and  hvpoxemia  persisted.  One  PM  (#1) 
received  200  mg  of  Ketoconazole  dally  for  5 1/2 
months.  Fourteen  v/eeks  AE  #1  had  a decreased 
vital  capacity  (VC)  but  no  crackles.  The  un- 
treated PM  (112)  had  fever,  v/eight  loss,  and 
crackles.  Ketoconazole  200  mg  daily  vjas  given 
to  #2  for  7 months.  Five  and  9 months  AE  #1 
had  normal  lung  function  and  a negative  gallium 
scan  at  those  times.  ('2  had  lost  25%  of  the 
VC  and  the  gallium  scan  remained  nositive. 

Normal  lung  volumes  were  finally  reached  by  #2 
at  11  months  AE. 

Acute  progressive  histoplasmosis  is  a hazard 
of  uprooting  marihuana  plants.  Prompt  treatment 
with  lovj  doses  of  oral  Ketoconazole  promotes 
physiologic  recovery  and  may  prevent  dissemina- 
tion. 


REVIEW  OF  ADULT  VARICELLA  o32 

Amundson,  D.E.,  Call,  T.B.,  and  1____ 

Mull,  N.H.  Departments  of  Critical  Care  and 
Internal  Medicine,  Naval  Hospital,  San  Diego, 
California . 

Varicella  is  an  ubiquitous,  highly  conta- 
gious, worldwide  disease,  with  over  2.8  million 
cases  reported  in  the  United  States  each  year. 
Over  60%  of  these  cases  occur  in  childhood, 
with  only  1.8%  of  these  cases  occurring  over 
20  years  of  age.  Adult  varicella  has  Increased 
morbidity,  with  .04  and  16%  incidences  reported 
of  meningitis  and  pneumonia  respectively.  We 
reviewed  485  cases  of  adult  varicella  in  non- 
immunocompromised  patients  seen  over  3 years; 
460  (95%)  were  males,  ages  ranged  between  17- 
49  (mean  20),  and  ethnic  backgrounds  were  com- 
prised of  53%  white,  23%  black,  19%  filipino, 

2%  oriental,  and  2%  hispanic. 

Complications  noted  were: 

pneumonia 12/268*(  4.5%) 

pyoderma 13/485  ( 2.7%) 

nondermal  super-inf actions ....  20/485  ( 4.1%) 

thrombocytopenia 50/325  (15.3%) 

abnormal  liver  function  tests. 84/214  (39.3%) 

abnormal  urinary  sediment 41/236  (17.3%) 

conjunctivitis 9/485  ( 1.8%) 

*Cases  with  radiographs 

This  review  failed  to  confirm  the  previously 
reported  high  incidence  of  pneumonia  in  adult 
varicella  (4.5%  vs  16%).  It  also  redefines  the 
incidences  of  observed  complications  in  adult 
varicella  cases  and  highlights  the  high  propor- 
tion of  asymptomatic  hematologic,  renal,  and 
hepatic  dysfunction. 


TO  Medication  Compliance  Improved  by 
Use  of  Medication  Monitor  in  Haiti 


M Cavmittes.  T Moulding.  International  Child  Care, 
Port  Au  Prince.  Haiti  and  Harbor  - U.C.L.A.  Medical 
Center,  Los  Angeles,  CA. 

A medication  monitor  which  provides  a record  of 
the  faithfulness  with  which  patients  take  medication 
was  studied  in  Haiti  as  a means  of  improving 
compliance  with  TB  medication.  Patients  given 
"monitor  directed"  counselina,  consisting  of  praise  or 
mild  reprimands  based  on  the  monitor  record  were 
compared  with  patients  without  such  counseling 
Patients  with  "monitor  directed"  counseling  had 

modestly  better  compliance.  Sixty  nine  per  cent  of 
patients  with  "monitor  directed"  counseling  took 
100-90%  of  the  medication  compared  with  58.3% 
without  such  counseling.  Furthermore,  clinic 
attendance  was  somewhat  better  among  patients 

given  "monitor  directed"  counseling.  Seventy  per  cent 
of  patients  with  "monitor  directed"  counseling 
attended  regularly  compared  with  56%  without  such 
counseling.  A more  prominent  finding  was  the 
correlation  between  good  initial  compliance  with 

good  subsequent  clinic  attendance.  Among  80  patients 
who  took  >89%  of  medication  in  the  first  1 1 weeks, 
76%  were  regular  clinic  attendees,  19%  delinquents, 
and  5%  abandoners  in  the  last  9 months.  Among  21 
who  took  <80%  medication  initially)  14%  were  regular 
attendees,  57%  delinquents,  and  29%  abandoners. 
Similarly,  good  initial  compliance  correlated  with 

good  subsement  compliance.  Of  74  good  initial 
compilers,  70%  were  good  subsequent  compilers 
compared  with  only  21%  of  14  patients  who  were  poor 
initial  compilers.  These  latter  two  findings  suggest 
that  patients  found  reliable  could  be  scheduled  for 
less  frequent  clinic  visits  to  make  it  easier  for  them 
to  cooperate  and  to  save  staff  time. 


HUMAN  IMMUNODEFICIENCY  VIRUS  AND  PLEURAL  DISEASE 


During  1988  the  Pulmonary  Division  evaluated  120  patients 
with  documented  HIV  related  respiratory  disease.  Pleural 
effusions  occurred  in  16  (14%).  The  etiologies  ranged  from 
tuberculosis,  congestive  heart  failure,  empyema,  parapneumonic 
effusions  to  malignancy. 

The  average  age  was  35  years,  12  males  and  4 females. 

Eight  were  documented  AIDS  and  eight  had  ARC  by  CDC  criteria. 
Twelve  patients  were  IVDA  and  four  homosexual.  All  16  patients 
presented  with  fever  and  cough,  13  had  chest  pain,  11  had  weight 
loss,  4 had  night  sweats  and  1 had  diarrhea.  There  was  no 
statistical  difference  of  the  presenting  symptoms  between  the 
AIDS  and  ARC  patients,  14  of  16  patients  were  anergic.  Abnormal 
chest  roentogens  included  8 right  sided  effusions,  5 left  and  3 
bilateral.  The  most  common  associated  finding  were  infiltrates 
occurring  in  15  of  16  patients.  Six  right  lower  lobe,  4 left 
lower  lobe,  3 either  right  or  left  upper  lobe,  1 right  middle 
lobe  and  1 bilateral.  Other  findings  included  cavitary  nodules, 
bilateral  cysts  and  hydropneuraothorax , each  occurring  in  one 
patient.  One  patient  had  cardiomegaly . Of  the  8 right 
effusions,  5 were  patients  with  ARC  and  3 were  AIDS.  Four  of 
the  5 left  effusions  occurred  AIDS.  The  average  peripheral  WBC 
(10  ) was  7.3  in  AIDS  and  14.0  in  ARC.  ALK.  P'Tase  was  135  lU/L 
in  AIDS  versus  70  lU/L  in  ARC.  Percent  peripheral  lymphocytes 
were  24%  and  10%  respectively.  Seven  patients  had  positive 
blood  cultures.  Four  Staph,  aureus,  2 Group  A B-hemolytic 
Strep.,  and  1 both  Staph,  and  Strep.  Of  16  thoracentesis 
performed,  6 were  parapneumonic,  6 empyema,  2 transudates,  1 
Mycobacterium  tuberculosis  and  1 malignant.  Four  pleural 
biopsies  performed  revealed  2 non-specific  inflammation,  1 
granuloma  and  the  other  was  poorly  differentiated  epidermoid 
carcinoma.  The  patient  with  granulomas  had  positive  sputum 
culture  for  Mycobacterium  tuberculosis,  initial  smear  was 
negative.  Of  the  6 empyemas,  1 grew  staph,  aureus  and  another 
grew  Cryptococcus  neoformans.  Sputum  cultures  were  negative. 

The  average  pleural  glucose  level  was  68  mg/dl  in  AIDS  patients 
with  empyema  and  39  mg/dl  in  ARC.  Both  patients  with 
transudates  were  ARC,  1 had  serum  albumin  of  1.3  g/dl,  the  other 
2.2  g/dl  with  evidence  of  cardiomegaly  by  chest  roentogen. 
Parapneumonic  pleural  glucose  levels  were  97  mg/dl  and  126  mg/dl 
respectively.  Average  pleural  WBC  count  was  598  in  AIDS  with 
empyema  and  1830  in  ARC.  Parapneumonic  WBC  count  were  870  and 
1644  respectively.  The  AIDS  group  with  empyema  averaged  8% 
lymphocytes  in  pleural  fluid  and  ARC  75%.  The  pleural  pH 
averaged  7.13  and  6.98  between  the  two  respective  groups. 

In  conclusion,  it  is  our  contention  the  pleural  disease 
represents  yet  another  organ  system  manifesting  the  initial 
presentation  of  HIV  related  respiratory  disease.  Although  the 
majority  of  the  patients  pleural  disease  may  represent  IVDA,  the 
occurrence  of  Cryptococcal , Mycobacterial  and  Streptococcal 
empyemas  along  with  a poorly  differentiated  epidermoid  carcinoma 
may  imply  a unique  relationship  with  HIV  infection. 
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AN  AIDS  IMPERMEABLE  AIRWAY  IN 
CARDIOPULMONARY  RESUSCITATION 


034 


Alam,  M.  Massaud;  Forrester,  James  S.;  Don 
Michael,  T.  Anthony,  Cedars-Sinal , Los  Angeles, 
California,  United  States 

Mouth-to-mouth  exhalation  is  seldom  per- 
formed due  to  fear  of  transmitted  disease.  We 
have  devised  and  tested  a device  which  consists 
of  a one-piece  silicone  mask  placed  over  the 
victim's  face  with  a one-way  valve  over  the 
tongue,  covered  by  a bite  block,  and  an  exter- 
nal orifice  surrounded  by  a recess  enabling 
formation  of  a no  contact  lip  seal.  We  com- 
pared this  Kiss  of  Life  (KOL)  mask  with  common- 
ly used  airway  adjuncts,  measuring  exhaled 
volumes  using  mannequin  simulated  CPR  in  144 
tests,  randomizing  the  order  of  the  mask  used. 
The  KOL  was  statistically  superior  to  the 
Microshield,  Laerdal  Pocket  Mask,  Ambu  bag,  and 
Brooks  Airway,  P value<.05.  Splrographic  vol- 
umes in  apneic  anesthetized  patients  were  simi- 
lar with  the  endotracheal  tube  and  anesthetic 
mask  to  the  KOL  and  less  with  the  anesthetic 
mask  alone.  Valve  competence  was  established 
with  low  and  high  pressure  retrograde  flow 
testing  using  radioactive  xenon  and  experimen- 
tal AIDS  impermeability  shown  by  dipping  the 
one-way  valve  in  nonphysiologically  high  titer 
of  AIDS  virus.  There  was  no  CO2  retention  in 
treated  patients. 

Conclusion:  1)  KOL  provides  superior  venti- 

lation, 2)  is  experimentally  AIDS  impermeable, 
and  3)  low  cost,  high  efficiency. 


CIPROFLOXACINA  EN  EL  TRATAMIENTO  DE 
LAS  INFECCIONES  RESPIRATORIAS 
INCLUYENDO  OTITIS. 

Cruz  G. , Luis  R.*  Guatemala  C.A.  Estudio 
Mu  1 1 icen t rico . 

Se  realiza  un  estudio  prospectivo  multicéntrico 
de  práctica  privada.  Se  estudiaron  246  pacien- 
tes: Otitis  79  casos,  sinusitis  51  casos, 
infecciones  respiratorias  inferiores  116  casos 
(58  bronquitis  y 58  neumonías). 

113  hombres,  133  mujeres  edad  mínima  16  años  y 
máxima  89  años.  La  mayoría  de  los  pacientes 
fueron  tratados  con  250mg  cada  12  horas  durante 
siete  días. 

En  la  valoración  del  tratamiento  se  encontró 
206  éxitos  completos,  30  éxitos  parciales  y 
ocho  fracasos. 

Las  reacciones  adversas  fueron  en  10  casos,  que 
no  ameritó  la  suspensión  del  medicamento. 

En  este  estudio  se  demuestra  que  la 
Ciprof loxacina  es  un  antibiótico  efectivo  en  el 
tratamiento  de  las  infecciones  respiratorias 
incluyendo  otitis. 


-'Coordinador  del  estudio  realizado  en  conjunto 
con  60  médicos  de  Guatemala. 


DRUG  RESISTANT  TUBERCULOSIS  AT  SAN 
JUAN  VA  HOSPITAL 


Nllda  Colon,  MD,  Roberto  Martínez,  MD  Raúl 
Ríos-  Molllneda,  MD,  Arturo  Cordova,  MD,  VA 
Medical  Center  San  Juan,  Puerto  Rico. 

Drug  resistant  tuberculosis  (DRTb) 
frequently  results  in  Increased  morbidity, 
mortality  and  patient-care  costs.  The  popula- 
tion of  patients  seen  at  the  S.J.  VAH  frequent- 
ly has  several  of  the  known  risk  factors  for 
the  development  of  DRTb.  In  view  of  this,  a re- 
view of  cases  with  pulmonary  disease  due  to  M. 
Tb  seen  from  1978  thru  1988  was  undertaken  to 
determine  the  frequency  of  DRTb,  the  underlying 
conditions  associated  with  It  and  the  factors 
affecting  outcome.  243  cases  with  pulmonary  Tb 
were  diagnosed  bacterlologlcally  and  drug  sus- 
ceptibility studies  were  done  in  55  patients  of 
them  In  which  DRTb  was  suspected  clinically. 
Overall  drug  resistance  was  present  in  7%  of 
these  cases  and  resistance  to  INH,  Rifampin, 
Ethambutol  and  Streptomycin  was  found  In  5.8%, 
3.3%,  2.9%  and  2.9%,  respectively.  No  signifi- 
cant relationship  between  the  Incidence  of  DRTb 
and  the  emergence  of  AIDS  or  other  risk  factors 
could  be  Identified.  Drug  resistance  did  not 
Influence  treatment  outcome. 

Conclusion:  1.  The  estimated  Incidence  of 
DRTb  at  the  S.J.  VAH  Is  similar  to  that  report- 
ed In  other  híspanle  hospital-based  series  in 
the  literature.  2.  Treatment  outcome  is  not 
significantly  different  between  drug  sensitive 
and  DRTb  patients  after  controlling  for  compli- 
ance with  treatment. 


CASE  REPORT:  COCCIDIODAL 
PSEUDOMYCETOMA 

Rodr íguez-Cintrón , W. , Stevens,  P. 

A 34  year  old  insulin  dependent  diabetic  Cuban 
male  presented  to  the  Ben  Taub  General  Hospital 
in  1985  due  to  an  incidental  nodular  lesion  on 
chest  x-ray.  PD  was  negative  with  positive 
controls.  A non-smoker,  asymptomatic,  sputum 
for  cytology  and  AFB  were  negative.  No  history 
in  the  past  of  any  respiratory  related  symptoms. 

The  patient  was  followed  up  with  yearly  chest 
x-rays  and  no  change  in  nodular  lesion  noted. 

At  the  beginning  of  1989,  the  patient  was 
admitted  to  a hospital  due  to  fever,  productive 
cough,  hemoptysis.  Chest  films  disclosed  the 
nodular  lesions  and  cavitation  associated. 
Antibiotic  therapy  was  prescribed  with  improve- 
ment in  symptoms. 

The  patient  was  readmitted  in  June,  1989  with 
the  same  symptoms  to  the  county  hospital. 
Thoracotomy  was  done  at  this  time  and  pathology 
disclosed  a cavitary  lesion  with  necrotizing 
granulomas  due  to  Coccidiodes  immitis.  No 
fungus  ball  was  present. 

Due  to  the  unusual  presentation  of  Coccidiodes 
immitis  infection,  this  case  is  submitted  for 
presentation . 
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HYPERTENSION  IN  SCHOOE-AGF  CHILDREN 


038 


Spencer,  J. , Carson,  N. , Hutchinson,  R.  Ameri- 
can Heart  Association,  Mississippi  Affiliate 
and  Preventive  Cardiology  Program,  University 
of  Mississippi  Medical  Center. 

The  identification  of  children  with  persis- 
tently elevated  BP  is  critical  since  untreated 
pediatric  hypertension  carries  such  a grave 
prognosis  and  its  treatment  may  significantly 
reduce  the  incidence  and  severity  of  adult  car- 
diovascular disease.  To  identify  the  prevalence 
of  hypertension  in  school-age  children  in  rural 
Mississippi,  BPs  were  neasured  in  the  575  stu- 
dents at  two  elementary  schools  (K-6).  The  stu- 
dent populations  were  predominantly  black  (81% 
and  75%).  A standard  mercury  manometer  of  the 
appropriate  width  for  arm  circumference  was 
used  to  measure  BP  in  the  sitting  position.  The 
surprise  finding  was  an  overall  incidence  of 
hypertension  of  13%  (8.95%  and  14.6%)  using  the 
Londe  criteria  for  hypertension  in  pediatric 
populations.  With  dietary  instruction  and 
modification,  the  vast  majority  of  the  elevated 
BPs  were  reduced  to  norral — there  were  two  ex- 
ceptions at  each  school. 

The  overall  incidence  of  hypertension  was 
much  higher  than  anticipated  in  this  young  pop- 
ulation. The  persistently  elevated  BPs  in  4 
students  after  dietary  modification  does  concur 
with  the  published  data  for  secondary  hyperten- 
sion in  large-scale  pediatric  studies.  Since  BP 
screening  is  sirrple,  inexpensive,  pad.nfree,  and 
carries  little  risk,  we  recanmend  all  school- 
age  children  be  screened  for  hypertension. 


PANIC  DISORDER  IN  PATIENTS  WITH 

CORONARY  ARTERY  DISEASE  

Mukerii,  V. . Al-Basha , I . . Lamevin,  P. . 

Beitman,  B.D. , Kushner,  M. . and  Alpert.  M. 
Departments  of  Medicine  and  Psychiatry, 
University  of  Missouri  Health  Sciences  Center 
and  Harry  S Truman  VA  Hospital,  Columbia,  MO. 

To  determine  the  frequency  of  panic  disorder 
in  patients  with  chest  pain  and  coronary  artery 
disease  (CAD) , we  obtained  psychiatric  evalua- 
tion on  49  patients  with  the  established 
diagnosis  of  CAD.  Each  patient  conpleted 
standard  self  report  forms  and  underwent  the 
Structured  Clinical  Interview  for  DSM-IIIR 
administered  by  a person  trained  in  its  use. 
There  were  30  males  and  19  females  with  an  age 
range  of  42-71  years  (mean  = 56.3  years) . 
Seventeen  patients  had  typical  angina  pectoris 
and  32  patients  had  atypical  angina  as  defined 
by  the  Diamond  and  Forrester  criteria.  The 
frequency  of  panic  disorder  in  these  patients 
was  as  follows: 


Tvoe  of  anaína  oectoris 

Panic  disorder  status 

Typical 

Atypical 

(n  = 17) 

in  = 32) 

P 

Current  panic  disorder 

0 (0%) 

13  (40.6%) 

<0.001 

Past  oanic  disorder 

■.l-L5-.-9%) 

4 (5.9%) 

NS 

We  conclude  that  (1)  panic  disorder  may  occur  in 
patients  with  CAD  (2)  atypical  angina  may  be  a 
marker  for  co-existent  panic  disorder  in  these 
patients. 


REIATIONSHIP  OF  OCCUPATION  TO  PRESENCE 
OR  ABSENCE  OF  CORONARY  ARTERY  DISEASE 
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Mukerii.  V. , Alpert.  A. , Hewett.  J. . and  El- 
Deane.  M.  Department  of  Medicine,  University  of 
Missouri  and  VA  Hospital,  Columbia,  Missouri. 

To  determine  whether  an  association  exists 
between  occupation  and  the  presence  or  absence 
of  clinically  inportant  coronary  artery  disease 
(CAD)  we  conpared  the  occupations  of  116 
consecutive  patients  with  angiographically 
normal  or  near-normal  coronary  arteries  (NCA, 
<30%  stenosis  of  all  major  coronary  arteries. 
Group  1)  with  those  of  116  patients  with 
moderate  to  severe  CAD  (>60%  stenosis  of  one  or 
more  major  coronary  artery.  Group  2) . 
Occupations  were  classified  as  sedentary, 
intermediate  and  strenuous.  There  were  no 
significant  differences  between  Grxxps  1 and  2 
in  the  frequency  of  occupation  type  for  the 
entire  study  population,  for  patients  <40  years 
old  or  for  those  >60  years  old.  In  patients  40- 


Occupational 

Classification 

Group  1 
(N  = 71) 

Group  2 
(N  = 67) 

P 

value 

Sedentary 

40 

19 

< 

.004 

Intermediate 

17 

26 

< 

.004 

Strenuous 

14 

22 

< 

.004 

Our  data  indicate  that  among  40-60  year  old 
individuals  engaged  in  sedentary  occupations 
moderate  to  severe  CAD  is  present  significantly 
less  frequently  than  NCA.  Similarly,  among  40-60 
year  old  individuals  engaged  in  strenuous 
occupations  moderate  to  severe  CAD  is  present 
significantly  more  frequently  than  NCA. 


EARLY' NUCLEAR  SCANS  FOR  ASSESSING 
CLINICAL  OUTCO.'^ES  IN  ACUTE  MYOCARDIAL 
ISCHEMIA 
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Norris,  S.  L.,  Hung,  G,  Ansari,  A.,  deGuzman,  M, 

Siegel,  M.  E,,  and  Haywood,  L.  J,  Departments  of 

Medicine  and  Radiology,  LAC/USC  Medical  Center, 
Los  Angeles,  CA. 

Thallium  201  (Tl-201)  myocardial  scans  and 
radionuclide  angiography  (RA)  were  performed  on 
day  one  in  69  patients  admitted  for  acute  myo- 
cardial ischemia.  Graded  abnormalities  (GAbn) 
for  each  and  a composite  score  (NSCOR)  for  Tl- 
201  and  RA  were  compared  to  the  following  pos- 
sible clinical  outcomes  (CO)  using  Spearman's 
rank  correlation:  myocardial  infarction  (Ml), 
urgent  catheterization  only  (Cath),  angioplasty 
(PTCA),  surgery  (CABG),  use  of  intra-aortic 
balloon  pump,  mortality  and  composite  clinical 
score  (CSCOR) . GAbn  correlating  with  one  or 
more  CO  were  T1  defects  (DEF),  abnormal  ejection 
fraction  (EF),  wall  motion  abnormalities  (WMA) 
and  abnormal  chamber  size  (CS). 

DEF  EF  WMA  CS  RSCOR 

Ml  (20)  **  * **  **  ** 

Cath  (13)  **  _ _ - 

Mort  (2)  " - - - 

CSCOR  (69)  ***  **  * **  ** 

Significant  levels:<0.05  (*),<0.01  (**), 

<0.001  (***) 

Thus,  T1  DEF  correlated  best  with  CO,  while  RA 
and  NSCOR  were  also  associated  with  CSCOR  and 
Ml.  Nuclear  scans  can  aid  triage  of  patients 
with  acute  myocardial  ischemia. 
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MYOCARDIAL  INFARCTION  SIZE  - 
MR-IMAGING  WITH  GADOLINIUM- DTP A 

Eichstaedt,  H. , Felix,  R. , Danne,  O. , 
Langer,  M. , Schmutzler  H. 

Cardiology  and  Radiology,  University 
Hospital  Rudolf  Virchow,  West  Berlin, 
FRG 

26  patients  (19m,  7fm;  5.5  ± 15y)  re- 
ceived angiography  in  acute  myocardial 
infarction.  Infarcts  were  defined  by 
ventriculography,  clinical  and  ECG- 
signs,  enzyme  curves  and  tomoscinti- 
graphy. 11  of  26  pts  were  clinically 
stable,  so  MR-imaging  could  be  inve- 
stigated in  an  interval  between  5 and 
10  days  after  acute  infarct.  3 cases 
could  be  imaged  before  the  21st  day 
and  12  cases  were  examined  later  than 
21  days  after  the  event.  We  used  a Ma- 
gnetom-Siemens  with  a field  strength 
of  0.35  and  0.5  tesla.  Imaging  sequen- 
ces were  TE  35/70ms  and  TR  400-1000 
MS.  Signal  intensity  was  measured  be- 
fore and  after  application  of  0.1 
mmol/kg  Gadolinium-DTPA.  In  acute  in- 
farcts signal  intensity  increased  from 
native  scans  (=1)  to  an  intensity  of 
1.68+0.21  after  Gadolinium  (p=0.001), 
in  subacute  infarcts  to  1.212  (n.s.) 
and  in  chronic  infarcts  to  0.968 
(n.s.).  EF  was  calculated  from  func- 
tional end-systolic  and  enddiastolic 
images  and  correlated  to  the  Gadoli- 
nium area  of  infarcts. 


QUANTITATIVE  LUNG/HEART  ACTIVITY 
IN  PATIENTS  UNDERGOING  ORAL 
DIPYRIDAMOLE  THALLIUM  MYOCARDIAL  IMAGING 
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Movahed,  A.,  Jolly,  S.R.,  and  Reeves,  W.C., 

Cardiology  Section,  East  Carolina  University 
School  of  Medicine,  Greenville,  N.C. 

In  a previous  oral  dipyridamole  thallium 
study  anaylzed  visually,  increased  lung 
uptake  on  initial  images  was  noted  in  0/AA 
patients  (pts)  without  ischemia  and  in  20/56 
pts  with  ischemia,  suggesting  that  increased 
lung  thallium  uptake  was  a marker  of 
ischemia.  The  lung/heart  activity  ratio  (L/H 
AR)  is  a quantitative  measure,  avoiding 
possible  observer  bias,  and  is  more  generally 
applicable.  The  L/H  AR  was  examined  in  63  of 
our  pts.  In  17  pts  without  scar  or  ischemia, 
the  L/H  AR  was  37+2  compared  to  A9  + 2 in 
35  pts  with  ischemia  (p<0.01).  When  results 
from  11  additional  pts  with  previous  scar  but 
no  ischemia  were  included,  the  ratio  was  A2  + 
3 (still  p<0.05).  Taking  a L/H  AR  of  0.56  or 
greater  as  a positive  test  (mean  + 2SD  of  17 
non-ischemic  pts),  increased  lung  thallium 
uptake  was  observed  in  A/28  without  ischemia 
and  15/35  with  ischemia  (p<0.05).  The 
calculated  sensitivity  was  A5%,  specificity 
85%,  and  positive  predictive  value  79%. 
Conclusion:  The  L/H  AR  should  be  calculated 
when  interpreting  oral  dipyridamole 
thallium-201  images;  an  L/H  AR  of  0.56  or 
greater  has  a high  predictive  value  for 
dipyridamole- induced  myocardial  ischemia. 


THE  EFFECT  OF  ATRIAL  NATRIURETIC 
FACTOR  IN  PATIENTS  WITH  INFERIOR  WALL 
MYOCARDIAL  INFARCTION 
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Rafael  Jimenez,  M.D.,  Shukri  W.  David,  M.D., 
Maria  C.  Velasco,  M.D.,  David  R.  Pieper,  Ph.D., 
Mary  F.  Wal  ,h,  Ph.D.  Providence  Hospital, 
Southfield,  MI.  U.S.A. 

It  is  well  established  that  atrial  stretch  is 
the  predominant  stimulus  for  release  of  atrial 
natriuretic  factor  (ANF) . Little  is  known 
about  the  effect  of  ANF  in  patients  with 
inferior  wall  myocardial  Infarction  (IWMI) 
particularly  when  the  RV  is  involved.  We 
studied  10  patients  (mean  age  69  years)  with 
IWMI.  RV  infarction  was  confirmed  in  5 
patients  by  right  heart  catheterization  or  RV 
ejection  fraction  by  radionuclide  angiography. 
Peripheral  vein  ANF  level  in  the  IWMI  group  was 
268  ± 65  compared  to  A6  ± 13  pg/ml  in  the 
control  group  of  healthy  volunteers  (n=3) . ANF 
levels  >(150  pg/ml  were  measured  in  7 of  10 
IWMI  patients  whereas  the  control  group  had 
levels  < 75  pg/ml  (p  0.02).  Two  of  5 patients 
with  RV  infarction  had  levels  > 600  pg/ml. 
Sodium  (137  ± 1.8  mEq/L)  and  potassium  (A.O  ± 
0.3  mEq/L)  levels  were  not  significantly 
altered  from  normal  (p=NS).  We  conclude  that 
ANF  is  elevated  in  patients  with  IWMI  and  its 
vasorelaxant  properties  may  play  a role  in  the 
hemodynamic  manifestations  of  RV  Infarction. 


CLINICAL  SIGNIFICANCE  OF 
ELECTROCARDIOGRAPHIC  T-WAVE 
PSEUDONORMALIZATION  WITH  EXERCISE 
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Chapman , L . , Movahed  A . , and  Reeves , W . C . , 

East  Carolina  University,  Greenville,  NC 

Pseudonormalization  (PSE),  a change  from 
inverted  T-waves  at  rest  to  an  upright 
position  with  exercise,  has  been  debated  to 
be  a sign  of  myocardial  ischemia  (I). 
Exercise  Thallium-201  myocardial  scintigraphs 
were  performed  on  71  consecutive  patients 
(pts)  with  T-wave  inversion  of  at  least  1 mm 
or  more  on  their  resting  ECG  and  PSE  with 
exercise.  Twelve  of  the  71  pts,  in  addition 
to  resting  T-wave  inversion  had  either  RBBB, 
LVH,  or  digitalis  therapy.  I was  indicated 
by  a transient  perfusion  defect  with 
exercise,  and  scar  was  indicated  by  a fixed 

defect.  Four  groups  were  noted:  (1)  28  pts 

had  no  I or  scar,  (2)  28  pts  had  scar  but  no 
I,  (3)  lA  pts  had  I and  scar,  and  (A)  2 pts 
had  I but  no  scar.  One  pt  had  two  exercise 
thallium  studies.  The  first  study 

demonstrated  I and  scar  for  which  the  pt 
underwent  successful  PTCA  of  the  LAD.  The 

second  demonstrated  scar  but  no  I after  PTCA 
with  both  showing  PSE  of  T-waves.  Fifty-six 
out  of  72  (77.8%)  studies  with  PSE 

demonstrated  no  I,  and  16  out  of  72  (22.2%) 
identified  I.  The  positive  predictive  value 
for  I was  22%.  We  conclude  that  T-wave  PSE 
with  exercise  has  poor  predictive  value  for 
the  diagnosis  of  myocardial  ischemia. 
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THE  LOCALIZATION  OF  THE  APEX  BEAT  - 
A RELIABLE  MEANS  OF  FINDING  THE  MID 
PLANE  OF  THE  LEFT  VENTRICLE  IN  THE  30° 
RAO  VIEW? 
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Sunil  Kadakia,  Franklin  Saksena,  Ashwin  Bhatt; 
Cook  County  Hospital,  Chicago,  Illinois 

LV  volumes  may  be  reliably  measured  only  if 
Che  correct  magnification  factor  is  used.  The 
correct  magnification  factor  may  be  calculated 
by  means  of  a calibrated  grid  filmed  at  the 
actual  mid  plane  of  the  left  ventricle  using 
the  same  image  intensifier  to  x-ray  tube 
distance  as  for  the  LV  angiogram.  We  reviewed 
22  biplane  LV  angiograms  (30°  RAO  - 60°  LAO) 
using  a rotating  cradle  and  a known  AP  film 
to  x-ray  tube  distance.  A small  radio-opaque 
marker  was  placed  on  the  apex  beat  and  filmed 
in  the  30°  RAO  view.  The  mid  plane  of  the 
left  ventricle  was  obtained  from  the  LV 
angiogram  filmed  in  the  60°  LAO  projection. 

A grid  was  then  filmed  at  the  level  of  the 
apex  beat  and  also  at  the  mid  plane  of  the 
left  ventricle  and  the  magnification  (M’ ) 
factors  obtained  in  each  case; 


Mid  axis  Apex  P 

9.65+0.81  8.58+1.43  <.001 

Thus  the  use  of  the  apex  beat  to  obtain  the 
mid  plane  of  the  left  ventricle  significantly 
underestimates  the  true  magnification  factor. 
Hence  biplane  methods  are  preferable  to 
obtaining  the  mid  plane  of  the  LV . 


COIPARISON  OF  PATIENT  DISCCMPORT  FROl 
INTERNAL  MAMMARY  ANGIOGRAPHY  USING 
LOW  AND  HIGH  OSMOIAR  CONTRAST  MEDIA 
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Mukerii,  V. . Tirtis.  A. , Woods.  J. . Irvin,  S. . 
and  Alpert,  M.  Department  of  Medicine, 
University  of  Missouri  Health  Sciences  Center 
and  VA  Hospital,  Columbia,  Missouri. 

To  determine  whether  injection  of  the 
internal  mammary  artery  (IMA)  with  ioxaglate 
(low  osmolar  contrast  medium)  causes  less 
patient  discomfort  than  injection  with 
diatrizoate  (high  osmolar  contrast  medium) , we 
studied  a series  of  12  patients  undergoing 
coronary  angiography  following  coronary  artery 
bypass  grafting.  All  patients  had  left  IMA 
grafts  to  the  left  anterior  descending  coronary 
artery.  The  IMA  was  cannulated  using  a IMA 
catheter  via  the  femoral  artery.  Each  patient 
received  8 cc  of  ioxaglate  and  8 cc  of 
diatrizoate  injected  briskly  into  the  IMA  at  an 
interval  of  10  minutes.  Six  patients  received 
ioxaglate  and  six  patients  received  diatrizoate 
on  the  first  injection.  The  patients  graded  the 
discomfort  from  the  injections  on  an  increasing 
scale  of  0 to  10.  The  results  were  as  follows : 

PATIENT  DISO»lPORr  RATING 
(cumulative  value  from  12  cases) 

ioxaglate  diatrizoate  1st  inject.  2nd  inject. 

48  85  65  68 

p = 0.01  p = NS 

We  conclude  that  ioxaglate  causes  significantly 
less  patient  discomfort  than  diatrizoate  on  IMA 
injection.  Our  observation  was  independent  of 
the  order  in  Vvhich  the  two  agents  were  used. 
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BRONCHOSPASTIC  DISEASE  IN  PUERTO  RICAN  PATIENTS 
IN  TWO  NEW  YORK  CITY  MEDICAL  CENTERS 

Colp,C. , Talayera,  W. , and  Multz,  A.  Pulmonary 
Divisions  Beth  Israel  Medical  Center,  Mt.  Sinai 
School  of  Medicine  and  North  Central  Bronx  Hos- 
pital, Albert  Einstein  College  of  Medicine. 

The  authors  have  had  the  impression  that  there 
is  an  increased  prevalence  of  asthma-like  illness 
in  patients  of  Puerto  Rican  descent  in  New  York 
City,  as  compared  to  non-Hispanics . 

In  the  general  medical  clinics  of  Beth  Israel 
Medical  Center  a random  assortment  of  patients 
were  queried  as  to  ethnic  background  and  non- 
Puerto  Rican  Hispanics  were  eliminated  from  the 
statistics.  A history  of  "asthma"  was  given  by  60% 
of  95  Puerto  Ricans  sampled,  as  opposed  to  35%  of 
88  non-Hispanics  (p  < .001).  In  the  Beth  Israel 
Emergency  Room,  sampled  by  review  of  records  only, 
Hispanics  constituted  24%  of  all  patients  seen, 
but  56%  of  asthmatics.  A census  by  direct  ques- 
tioning was  also  performed  in  the  Emergency  Room 
of  North  Central  Bronx  Hospital,  located  at  the 
opposite  end  of  of  the  city  from  Beth  Israel,  with 
finding  of  a 41%  prevalence  rate  of  "asthma"  in 
Puerto  Ricans,  as  compared  to  24%  in  non-Hispanics. 

These  Puerto  Rican  patients  have  presented  with 
chronic  or  recurrent  cough,  wheeze,  or  shortness 
of  breath.  Of  55  chosen  at  random  for  study  from 
the  clinic,  all  but  5 had  blood  eosinophil  counts 
> 250/mm.,  serum  IgE  .■>  100  U and/or  a high  degree 
of  ventilatory  lability,  supporting  the  clinical 
diagnosis  of  asthma. 
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SURVEY  OF  METHODS  USED  IN 
ANALYZING  BRONCHOPROVOCATIONAL 
CHALLENGES.  SCOTT. G.C.  , and  BRAUN. S.R. 
University  of  Missouri-Colurabia , MO,  USA. 

Bronchoprovocational  challenge  techniques 
have  been  extensively  used  to  investigate 
asthma.  There  is  however  considerable 
variability  between  centers  in  not  only  the 
methods  utilized,  but  also  in  the  analysis  of 
results.  The  purpose  of  this  study  was  to 
determine  if  this  difference  in  the  methods  of 
analysis  used  could  affect  the  results 
obtained  from  the  same  data.  94  respondents, 
who  had  previously  published  articles  in 
which  challenge  techniques  were  utilized  were 
asked  to  complete  a questionnaire  and 
calculate  the  PD20-FEV1  of  ten  histamine 
challenges  (Chai).  A total  of  27  (29%) 

responded.  The  me  anj^SD  of  the  reported  PD20- 
FEVl  for  this  group  was,  [mg/ml]: 


.1  # 

PD20-FEV1 

Chal  # 

PD20-FEV1 

#1 

1.73+0.22 

#6 

2.75+0.88 

#2 

2.06+1.37 

#7 

0.96+0.28 

#3 

0.04+0.02 

#8 

1.38+0.13 

#4 

1.49+0.28 

#9 

2.97+0.45 

#5 

3.38+0.21 

#10 

1.06+0.04 

The  variability  of  the  PD20-FEV1  was  small, 
and  due  mostly  to  the  selection  of  which  FEVl 
was  used  for  analysis.  In  some  cases  however, 
notably  #2,  the  variability  was  considerable. 
In  conclusion  when  comparing  results  between 
different  centers  one  should  consider  not  only 
the  technique  but  also  the  methods  used  in  analysis. 
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DOES  ASTHMA  CAUSE  DEPRESSIVE  DISORDERS? 

Arroyo.  L.M.,  Ramirez-R.,  J.,  Calderin. 

MEM.  , Costas , H.  Departments  of  Medicine  and 
Psychiatry;  University  of  Puerto  Rico,  School  of 
Medicine,  San  Juan. 

Bronchial  asthma  (BA)  is  anecdotical ly  associated 
with  anxiety  and  depression  but  the  prevalence  of 
specific  depressive  disorders  and  factors  that  may 
cause  depression  in  asthmatics  have  not  been  pre- 
viously identified. 

We  screened  with  a Beck  Depression  Inventory  (BDI) 
all  asthmatic  patients  seen  by  a pneumologist  during 
a 39  day  period.  Patients  (PTS)  who  showed  moderate 
to  severe  depressive  symptoms  in  the  BDI  were  admi- 
nistered a Spanish  Diagnostic  Interview  Schedule, 
and  had  a psychiatric  interview.  Sociodemographic 
data  was  collected  and  the  social  status  defined 
by  the  Hollingshead  Index.  The  severity  of  BA  was 
determined  by  standard  criteria. 

There  were  54  women  and  21  men.  61%  were  ma'"ried 
and  81%  were  working;  77%  belonged  to  the  middle 
and  lower  classes  (classes  III  and  IV).  30.6%  of 
pts  were  clinically  depressed:  10.6%  met  criteria 
for  dysthymia,  12.0%  for  major  depression  and  8% 
for  double  depression.  BA  was  mild  in  36%  of  the 
pts,  moderate  in  60%  and  severe  in  4%.  31%  of  pts 
with  mild  BA  and  33%  with  moderately  severe  BA  were 
depressed.  Pts  with  severe  BA  were  not  depressed. 
Depression  was  most  common  in;  women,  37%;  divor- 
cées,  50%;  ages  35-54,  40%;  the  unemployed,  60%; 
lowest  social  classes,  72%.  Because  depression  in 
the  general  population  is  equally  prevalent  in 
these  groups,  depression  cannot  be  attributed  to 
BA.  BA  does  not  cause  depressive  disorders. 


SMOKING  IN  GUATEMALA 
Arango  León,  Luna  Juan  M. 

Unidad  Pulmonar,  Hospital  Roosevelt 
Guatemala,  Centro  America 
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EH  Tabaquismo  ha  sido  reconocido  como  la  causa 
prevenible  más  importante  de  morbi-mortalidad. 
En  1988  se  realizó  en  Guatemala  el  IV  Taller  - 
subregional  sobre  control  de  tabaquismo  y a ex 
cepción  de  Cuba  y México  no  existía  en  el  area 
ningún  dato  confiable  sobre  la  incidencia  del 
hábito,  que  permitiera  iniciar  las  labores  de 
control.  Por  esta  razón  nuestro  grupo  realizó 
una  encuesta  a nivel  nacional  que  comprende  a 
7298  personas  de  muy  diferentes  grupos  i Escola 
res,  Universitarios,  Profesionales,  Obreros, - 
Campesinos,  Presidiarlos,  Militares  e Indígenas 
De  la  población  estudiada  195^  {Z6,7%)  fuman, 
de  los  cuales  el  63.2^5  son  hombres  y el 
mujeres.  De  los  hombres  encuestados  37*8^  fuman 
y de  las  mujeres  17 •7%’  El  80^  de  los  fumadores 
en  nuestra  encuesta  fuman  menos  de  10  cigarri- 
llos al  día.  El  grupo  que  más  incidencia  presen 
ta  es  el  de  los  campesinos  con  un  56.7^  y el  - 
que  menos  fuma  el ^de  los  indígenas  con  un  1^,7% 
Se  presentan  además  datos  diversos  como  la  re- 
lación del  hábito  tabáí^uico  con  el  nivel  educa 
tivo  y el  ingreso  económico,  edad  de  inicio  de 
fumar,  motivación  para  empezar  a fumar  y el  co 
noc imiento  que  los  fumadores  tienen  sobre  el  - 
daño  que  produce  el  cigarro,  asi  como  la  orga- 
nización de  la  recien  creada  "Comisión  Nació  - 
nal  Contra  el  Tabaquismo"  , reconocida  por  la 
American  Cancer  Society  y el  Comité  Latinoame- 
ricano contra  el  tabaquismo,  y las  medidas  que 
hemos  tomado  para  su  control. 
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SEQUELAE  AND  COMPLICATIONS  DURING 
LONG-TERM  FOLLOW  UP  OF  TRANS- 
TRACHEAL OXYGEN  THERAPY  ( TTO  ) 
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Dewan  NA,  Bell  CW , O' Donohue  WJ,  McAlexander 
E,  Campbell  JC,  Anqelillo  VA.  Creighton 
University  Medical  Center , Omaha,  Nebraska. 

Twenty  five  patients  (14  M,  11  F)  with 
severe  COPD  who  underwent  SCOOP  transtracheal 
catheter  installation  for  TTO^  were  followed 
up  from  6 to  36  months  (mean  20.5  months). 
Twelve  pts.  were  on  long-term  maintenance 
steroids  and  3 were  diabetic.  Mean  +SE  FEV 
was  0.57  + .04  L.  Mean  oxygen  requirement 

decreased  significantly  (p  < 0.001)  at  rest 
with  TTO^  as  compared  to  nasal  prongs.  Nine 
pts.  died  with  respiratory  failure  as  the 
cause  of  death  in  7.  Two  pts.  discontinued 
the  use  of  TTO^ . Complications  noted  were  as 
follows:  acute  bronchospasm  or  cough  (3), 

subcutaneous  emphysema  (1),  hemoptysis  (3), 
keloid  (2),  granulomas  (4),  cellulitis  (5), 
hoarseness  (1)  and  cephalad  displacement  of 
catheter  (2).  Sequelae  included  mucus  ball 
(3),  lost  tracts  requiring  reinsertion  (5), 
and  difficulty  changing  SCOOP  catheters  (10). 
Catheter  difficulty  was  encountered  even 
after  the  tract  had  matured  and  was  attribut- 
ed to  either  inflammation,  granuloma,  or 
keloid.  Three  pts.  required  referral  to  ENT. 

Our  experience  suggests  that  catheter 
related  sequelae  and  complications  can  be 
encountered  even  after  the  tract  has  matured 
and  this  must  be  taken  into  consideration  for 
long-term  followup. 


ACID-BASE  REGULATIOH  IN  PLEURAL 

054  1 

EFFUSIONS  (PE). 

Poresti  V.  Casati  Q.  Zubani  R.  De  Fflipoi  G.  Parisio  E.  ScolariN. 

FSebenefrateÜi-Óflalrñico  Hiispíal^Milañ.  Italy 

The  diagnostic  value  oí  the  determination  ol  pleural  fluid  pH  in 
the  evaluation  of  PE,  its  prognostic  meaning  and  its  therapeutic 
implicatuns  in  malignant  and  parapneumonic  effusions  have  been 
recently  reported.  Still,  the  mechanisms  responsible  for  the  acid- 
base  regulation  in  pleural  fluid  (PF)  remain  not  completely 
understood.  We  measured  pH,  PC02,  (HC03-]  and  P02  in  rF  and 
in  blood  (B)  and  calculated  the  ratio  PF/B  in  116  patients  with 
PE:  25  transudates  (TR),  43  benign  exudates  tEX)  and  48 
malignant  effusions  (MPE).  The  figure  shows  the  mean  values  and 
statistically  significant  differences 
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These  data  show  that  many  acid-base  parameters  present 
statistically  significant  differences  between  TR  and  EX  and 
between  TR  and  MPE,  while  there  are  not  significant  differences 
between  EX  and  MPE.  A statistically  significant  correlation 
between  PF  and  B has  been  detected  in  TR  for  pH  (p<0.001), 
PC02  (p<0.05)  and  (HC03-]  (p<0.001),  while  no  correlation  was 
found  in  MPE.  Finally,  a statistically  significant  inverse 
correlation  has  been  found  between  pH  and  PC02  in  the  various 
groups  (TR  p<0.05,  EX  p<0.001  and  MPE  p<0.001)  and  between 
rC02  and  [HC03-)  in  EX  (p<0.001),  while  a duect  correlation 
between  pH  and  [HC03-)  has  been  found  in  every  group  (p<0.05, 
p<0.001,  p<0.001,  respectively)  and  between  PCÓ2  and  [lft03-] 
m TR  (p<0.0S. 

We  conclude  that  1)  the  pleura  forms  a barrier  to  gas  and 
hydrogen  ion  exchanges  between  PF  and  B which  is  especially 
.strong  when  the  pleura  is  inflamed  or  infiltrated  by  tumour;  2)  in 
EX  or  MPE  the  values  of  acid-base  parameters  result  from  the 
high  metabolic  activity  of  the  cells  in  the  PF  and  from  the 
impaired  passage  in  and  out  of  the  pleural  space,  while  in  TR  they 
depend  on  B concentrations;  3)  (HC(53-]  decrease  in  PF 
contributes  to  the  reduction  of  pH. 


ASSESSMENT  OF  TOTAL  AND  REGIONAL 
PULMONARY  BLOOD  FLOW  BY  ULTRAFAST 
COMPUTED  TOMOGRAPHY 
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Rich,  S..  Wolfkiel , C.J. , and  Claudio,  J.  The 
University  of  Illinois,  Chicago,  IL,  USA 
Ultrafast  computed  tomography (UFCT)  can 
assess  organ  blood  flow  using  a single  compart- 
ment model  and  i.v.  contrast  medium.  We  utilized 
UFCT  to  measure  pulmonery  blood  flow(PBF)  in  5 
dogs  in  the  prone  and  supine  positions.  Total 
PBF  (ml/min/cc  lung)  to  the  left  and  right  lungs 
were  measured,  as  well  as  in  the  anterior,  mid- 
dle and  posterior  regions  of  each  level  (72-96 
sections  per  dog).  The  PBF  to  the  lungs  (x+sd), 
and  the  relative  percent(%)  distribution  of  PBF 
to  each  region  was: 


Right  lung 

Prone 

3.2±1.1 

Supi ne 
3.2±1.3 

Left  lung 

3. 2+0. 8 

3.2±1.3 

Total  (left  + right) 

3.1±1.1 

3.3Í1.3 

% flow  anterior 

33.5 

19.2 

% flow  middle 

35.4 

31.3 

% flow  posterior 

31.1 

49.5 

PBF  to  the  left  and  right  lungs  were  similar 
in  supine  and  prone  positions.  Regional  PBF  was 
homogeneous  in  the  prone  position  (normal  for 
the  dog)  but  shifted  to  a significant  (p<0.01) 
gravity  related  gradient  with  the  dogs  supine. 

These  data  indicate  that  UFCT  can  be  used  to 
assess  total  PBF  and  regional  changes.  Given  the 
high  spatial  resolution  of  UFCT  (1.0  mm),  this 
may  prove  useful  in  evaluating  PBF  in  normal 
and  disease  states  in  man. 


OCCUPATIONAL  EXPOSURES  OF  RAILROAD 
WORKERS  TO  TOXIC  INHALANTS 
Shubin,  H.,  Herman,  H.,  and 
Kenneth  Feigenbaum  - Philadelphia,  PA 
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This  study  concerns  44-railroad  repairmen.  A 
coordinated  evaluation  by  a pulmonologist, 
Industrial  Hygienist/Engineer,  and  a Doctor 
of  Psychology:  history,  examination,  chest 
x-rays  and  pulmonary  function  studies  - 
identifying  the  inhalants,  toxic  effects, 
clinical  effects,  respiratory  and  psychologic. 


Goal:  The  prevention  and  early  medical 

management  of  exposed  workers  to  maintain  their 
good  health. 


Plan  of  Study:  Among  the  44-men,  average  age 
23-39  years  of  exposure,  smoking  history  and 
results  of  examinations  and  studies  - the  most 
common  diagnoses  were  chronic  obstructive  lung 
disease,  restrictive  lung  disease  and  chronic 
bronchitis,  with  many  having  anxiety  state  - 
worried  about  their  symptoms. 

Conclusions:  The  inhalation  of  multiple  toxic, 

irritant  and  noxious  inhalants,  to  which  arc 
welders  and  welders,  etc .,  who  repair  coal  cars, 
etc.,  is  with  reasonable  medical  certainty 
causally  related  to  their  obstructive  and 
restrictive  lung  disease. 

Our  Recommendations:  Have  workers  properly 
trained,  with  properly  fitted  respirators, 
filters,  improved  working  conditions  and  have 
robots  programmed  to  do  the  more  dangerous  work. 
Some  progress  has  been  made  - more  is  needed! 
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DIFFEMNriAL  AUSCULTATION  IN  NEONATAL 
ENDCTOACHEAL  lUBE  POSmONING 


056 


B.  Torres,  P.  Ehmanuel,  E.  Perkins,  N.  Ackennan, 

J.  Davis,  K.  Kanarek,  J.  Curran.  Dept.  of  Pediatrics, 

U of  S Florida , School  of  Medicine,  Tanpa,  FL. 

Differential  auscultation  (D?\)  ccnpares  breath  sounds 
fran  twD  loci  on  the  chest  wall.  Variations  in  depth 
and  pattern  of  respiration,  the  necessity  that  the 
observer  remember  breath  sound  characteristics,  and  the 
wide  trananission  of  breath  sounds  makes  the  conventicn- 
ally  used  technique  difficult  in  necmtes.  We  studied 
the  ability  of  PGl's  to  correctly  positicai  endotracheal 
tubes  (ETT)  using  differential  auscultation  with  single 
or  double  headed  stethoscopes,  (sh  or  dh)  PGl's 
seouentially  alternated  the  methods  of  auscultatory 
positioning  after  intubation.  After  the  ETT  was  positim- 
ing  it  was  securely  taped  and  a CXR  obtained.  Another 
observer  independently  read  tlB  CXR  and  determined  if 
the  ETT  required  repositioiing.  9^  infants,  50  dh  and 
44  sh  were  studied.  There  were  no  differences  between 
the  groups  in  gestational  age,  sex  birth  wei^t,  or  type 
of  intubation  (initial  cr  repeat).  There  was  a statis- 
tically significant  decrease  in  the  nunber  of  ETT 
repositicnings  required  in  the  dh  group,  (p  .0001) 

Only  the  ri^t  mainstem  brenchus  intubaticn  occured  in 
the  dh  group.  DA  with  a double  headed  stethosccpe 
significantly  decreases  the  incidence  of  abnormal  ETT 
positicnings  vhen  used  by  PGl's. 


MlSDlAt.NOSIS  OF  RESTRICTIVE 
VENTILATORY  IMPAIRMENT  BY  SPIROMETRY 


Laureano,  A.F.,  and  C5rdova-L6pez , A.R.  Pulmonary 
Sections,  Departments  of  Medicine,  San  Juan  VA  Hospital 
and  UPR  School  of  Medicine,  San  Juan,  Puerto  Rico. 

In  recent  years  there  has  been  a proliferation 
of  spirometers  with  integrated  computer-based  in- 
terpretation algorithms.  We  have  noticed  an  in- 
crease in  pulmonary  consultations  for  patients 
found  with  restrictive  ventilatory  impairment 
(RVI)  on  the  basis  of  a reduced  FVC  with  a normal 
FEV/FVC.  We  wanted  to  evaluate  the  accuracy  of 
these  algorithms  in  identifying  RVI  and  to  deter- 
mine if  patient  characteristics,  chest  radio- 
graphs, the  shape  of  the  flow-volume  loop,  and  the 
technical  quality  of  the  test  could  identify  pa- 
tients in  whom  the  application  of  the  algorithm 
resulted  in  an  Incorrect  diagnosis  of  RVI. 

The  splrometric  algorithm  diagnosis  of  RVI  was 
confirmed  by  lung  volume  measurement  in  only  5 of 
17  patients  for  a 71%  race  of  false  positive  diag- 
noses of  RVI,  which  is  significant.  The  following 
paremeters  were  compared  for  patients  with  and 
without  restriction  as  determined  by  lung  volume 
measurements . 


TLC>80%  of 
predicted 
TLC<80%  of 
predicted 


Age 

Smoking 

Short 

Concave 

Normal 

(yrs. 

(pack- 

Expiratory 

Flow- 

X-Ray 

±SD) 

yrs.lSD) 

Time 

Volume 

Lung 

(<4sec . ) 

Loop 

Volume 

60±10 

11118 

25% 

50% 

91% 

61±13 

19+31 

0% 

60% 

40% 

None  of  these  differences  reached  statistical  sig- 
nificance. We  conclude  that  splrometric  data 
alone  is  Inadequate  for  the  diagnosis  of  RVI  and 
that  lung  volume  determinations  should  be  obtained 
in  order  to  avoid  a significant  proportion  of 
false  positive  diagnoses  of  RVI. 


A SIMPLE  METHOD  OF  REMOVING  LOW- 
FREQUENCY  HEART  SOUND  INTERFERENCE 
FROM  LUNG  SOUNDS 
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Kraman.  S.S.  and  Wang.  P.M.  VAMC  and  Dept . of 
Medicine,  Univ.  of  Kentucky  School  of  Medicine, 
Lexington,  KY. 

The  high  frequency  components  of  lung  sounds 
have  been  well  described  and  help  distinguish 
between  different  types.  However,  the  lower 
frequency  components  have  been  difficult  to 
examine  because  of  cardiac  interference.  To 
better  examine  lung  sounds  without  cardiac 
noise,  we  recorded  breathing  sounds  over  the 
right  and  left  upper  and  lower  lobes  of  four 
subjects  during  apnea  and  at  0.5,  1,  1.5,  and  2 
1/s  inspiratory  airflow.  The  sounds  were  digi- 
tized and  saved.  For  each  microphone  location 
and  for  each  target  flow  rate,  averaged  and 
smoothed  sound  spectragrams  were  generated. 
Spectra  from  the  apneic  recordings  were  then 
subtracted  from  the  spectra  from  the  active 
breathing  maneuvers . With  the  heart  sounds  so 
removed,  the  lung  sounds  were  revealed  to  dis- 
play peaks  between  50  and  100  Hz  that  rolled 
off  sharply  at  lower  frequencies  with  little 
detectable  energy  below  25  Hz.  TUpove  100  Hz,  in 
some  subjects  and  locations,  the  frequency 
rolled  off  gradually  towards  400  and  500  Hz 
whereas  in  others  there  was  a plateau  of  vari- 
able length  before  eventual  roll  off. 

We  conclude  that  the  lung  appears  to  behave 
as  a bandpass  filter  with  its  lower  «shoulder  at 
approximately  50  to  100  Hz  and  upper  shoulder 
between  100  and  200  Hz.  The  lower  frequencies, 
if  separated  from  heart  sounds,  may  prove  use- 
ful when  systematically  examined  in  patients 
with  lung  pathology. 
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COURSE  OF  THE  PULHOMARY  ARTERIAL  HYPERTEN-  

SION  IN  COPO  PATIENTS  RECEIVING  LONG-TERN 
OXYGEN-THERAPY. 

Errera  0.,  Schena  H.,  Dotti  A.,  Quadri  A.,  Levi  G.F. 
Fondazione  Clínica  del  Lavoro  di  Pavia  -Department  of 


Medical  Rehabilitation-  25064  GUSSAGO  (BS),  Via  Pinidolo 


23,  ITALY. 

The  course  of  pulmonary  arterial  hypertension  in  25 
hypoxaemic  C.O.P.D.  patients  receiving  long-term  oxygen 
therapy  for  > 12h/day  (I4h/day  on  the  average)  was 

studied.  All  patients  in  a stable  condition  had  routine 
pulmonary  function  studies  and  underwent  a right  heart 
catheterisation  at  the  beginning  of  long-term  oxygen 
therapy  and  after  an  average  follow-up  period  of  3 
years.  Floating  catheters  were  used.  The  initial  and 
final  pulmonary  haemodynamic  measuraments  were  compared 
by  Student  "t"  test.  An  increase  of  diastolic,  systolic 
and  mean  pulmonary  artery  pressure  was  found,  but  the 
changes  in  pulmonary  artery  pressures  were  no 

statistically  significant.  These  results  are  similar  to 
the  data  of  the  Medical  Research  Council»  controlled 
study;  in  that  study  was  found  a moderate  haemodynamic 
deterioration  in  the  21  control  patients  not  given 
oxygen,  who  showed  an  annual  increase  in  PPA  of  2.79 
mmHg,  whereas  annual  variation  in  the  oxygen  group 
(receiving  15-16h  02/day)  approached  zero  (-0.06  mmHg). 
These  results  confirm  the  importance  of  the  daily 
duration  of  oxygen  administration  for  15-18h/day. 
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SHORT-COURSE  TREATMENT  OF  

TUBERCULOSIS  (TB):  THE  IMPACT  OF 
HIGH  LEVELS  OF  INITIAL  DRUG  RESISTANCE.  M. 
Iseman.  ¿ Sbarbaro.  American  Society  for  Tuberculosis 
Education  and  Research  and  the  National  Jewish  Center 
for  Immunology  and  Respiratory  Medicine,  Denver,  CO. 

A TB  case-finding  and  chemotherapy  program  was 
conducted  in  Manila,  Republic  of  Philippines,  employing  one 
month  of  daily  isoniazid  (INH),  rifampin  (RIF),  ethambutol 
(EMB),  and  pyrazinamide  (PZA)  followed  by  twice-weekly, 
high  dose  directly  observed  INH  + EMB  PZA  for  7 months. 
There  were  130  patients  entered  in  the  study.  Of  these, 
80%  (104)  were  initially  shedding  drug-resistant  organisms: 
26%  (34)  were  resistant  to  one  drug,  30%  (40)  were 
resistant  to  two,  and  24%  (30)  were  resistant  to  three  or 
more  drugs.  Overall,  there  was  an  initial  70%  response 
rate  (91  of  130).  However,  16%  (15  of  91)  relapsed  within 
20  months  post-therapy.  Thus,  58%  (76  of  130)  were 
culture  negative  at  the  end  of  the  study.  Response  to 
therapy  corresponded  with  initial  resistance:  85%  (22  of 
26)  success  with  fully  susceptible  organisms,  76%  (26  of 
34)  with  single  drug  resistance,  53%  (21  of  40)  with  two 
drug  resistance,  28%  (7  of  25)  with  three  drug  resistance 
and  0%  (0  of  5)  with  4 or  5 drug  resistance.  Among  those 
failing  therapy,  additional  resistance  evolved..  These  data 
indicate  that,  before  employing  drug  regimens  in  developing 
nations,  it  is  vital  that  the  prevalence  of  drug-resistance  be 
established  in  order  to  construct  a regimen  that  will  be 
efficacious  and  will  not  promote  increasing  levels  of  drug 
resistance. 
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BRONCHIAL  SENSITIVITY  IN  HEALTHY  

PARENTS  OF  INFANTS  WITH  FIRST  EPISODE  OF 
BRONCHIOLITIS 

Velásquez,  J.,  Tálamo,  C.,  Morantes,  L.,  Medrano,  G., 
Lóf)ez,  J.  Departamento  de  Pediatría  y Cátedra  de  Neu- 
monología.  Universidad  Central  de  Venezuela.  Hospital 
Universitario  de  Caracas.  Caracas  - Venezuela. 

We  studied  8 healthy  cou[)les  at  the  time  their  babies 
were  admited  suffering  their  first  episode  of  bronchioli- 
tis and  compared  their  results  with  20  normal  subjects 
of  the  same  range  of  age  and  height.  BaseUne  values  for 
FEV,,  and  FVC  were  normal  in  both  groups.  We  perfu- 
med histamine  challenge  test  on  the  same  day  in  both 
parents.  Responses  to  histamine  were  measured  as  chan- 
ges in  FEV,  Ages  of  the  sick  infants  ranged  from  45  days 
to  16  months  (mean  4,9  mo). 

We  found  that  PC  20  of  11  out  of  16  parents  and  at 
least  one  in  each  couple  exhihited  nonspecific  bronchial 
hyperresponsiveness  (Range  of  PC  20  was  from  9,6  to 
27,2  mgrs/ml).  The  other  5 behaved  like  our  control 
subjects  with  PCjoabove  32  mgrs/ml. 

We  speculate  that  healthy  parents  whose  babies  are 
admited  during  their  first  episode  of  bronchiolitis  have  a 
greater  nonspecific  airways  hyjierresponsiveness  than 
normal  subjects.  Follow  up  of  these  babies  could  show 
whether  or  not,  their  parents  hyperres[)onsivcness,  would 
serve  as  a 'good  marker  to  identify  those  babies  who  will 
eventually  develop  further  asthma  after  bronchiolitis. 
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GENETIC  FACTORS  IN  ASTHMA.  

DATA  FROM  A NATIONWIDE  PANEL  OF 
13888  ADULT  TWIN  PAIRS. 

Nieminen,  M.M.  , Koskenvuo,  M.  , artd 

Kaprio,  J.  Tampere  University  Central 
Hospital  and  University  of  Turku , Finland 
The  role  of  genetic  factors  in  asthma 
was  studied  in  the  nationwide  Finnish 
twin  cohort  consisting  of  13888  adult 
pairs  of  the  same  gender.  Cumulative  in- 
cidende  of  the  disease  was  analysed  by 
record-linkage  from  three  sources  of 
data:  death  certificates,  hospital  dis- 
charges, and  charge-free  medications  from 
the  official  nationwide  registers .Out  of 
27776  twin  individuals  525  (289  females) 
were  identified  with  a diagnosis  of  bron- 
chial asthma  in  one  or  more  of  these 
registers.  The  ratio  of  the  observed  per 
expected  number  of  pairs  concordant  for 
asthma  was  3.15  in  monozygotic  (MZ)  and 
3.49  in  dizygotic  (DZ)  male  pairs,  and 
5.08  in  MZ  and  1.93  in  DZ  female  pairs. 
In  the  whole  sample,  the  corresponding 
figures  were  4.30  in  MZ  and  2.61  in  DZ 
pairs.  Under  a multifactorial  threshold 
model,  we  estimated  the  correlation  in 
liability  to  asthma  as  0.43  in  MZ  twins 
and  0.25  in  DZ  twins,  and  obtained  a 
heritability  estimate  of  35.6%. 
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EXPRESION  DEL  FACTOR  DE  CRECIMIENTO  

DERIVADO  DE  PLAQUETAS  (FCDP)  EN  FI- 
BROBLASTOS PROVENIENTES  DE  FIBROSIS 
INTERSTICIAL. 

Pardo  A.,  Bravo  M.,  Vázquez  Nolasco  R.,  y 

Selman  M.  Facultad  de  Ciencias,  Universidad 
Nacional  Autónoma  de  México.  Instituto  Nacio- 
nal de  Enfermedades  Respiratorias,  México,  D.F. 
México. 

Estudios  recientes  han  demostrado  que  los 
fibroblastos  obtenidos  de  pulmón  con  fibrosis 
intersticial  difusa  (FID),  proliferan  mucho 
mas  rápido  que  fibroblastos  de  pulmón  normal 
bajo  las  mismas  condiciones  de  cultivo.  Con 
el  fin  de  determinar  si  este  efecto  se  debía 
a la  producción  autócrina  de  factores  de  cre- 
cimiento, se  analizó  la  síntesis  de  FCDP, 
un  potente  inductor  de  la  replicación  de 
fibroblastos.  El  análisis  del  factor  se 
real  izó  mediante  inmunofluorecencia  indirecta, 
hibridación  in  situ  y northern  blot. 
Nuestros  resultados  mostraron  que  los 
fibroblastos  provenientes  de  FID  expresan 
el  FCDP,  en  especial  la  cadena  derivada 
del  oncogén  c-sis,  situación  que  no  se  observó 
en  las  células  obtenidas  de  pulmón  normal.  Es- 
tos hallazgos  sugieren  que  en  la  FID  existen 
subpoblaciones  capaces  de  producir  sus  propios 
factores  de  crecimiento,  y a través  de  un  me- 
canismo autócrino  proliferar  descontrol  adámente 
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ALPHA-l-ANTITRYPSIN  PHENOTYPES 
IN  PUERTO  RICANS  OF  NEW  YORK. 
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Lieberman,  Jack,  Goldman,  D,  and  Colp, 

C . Respiratory  Disease  Division,  V.A. 
Medical  Center,  Sepulveda,  Calif . , U . S . A. 

We  have  documented  an  increased  prev- 
alence of  asthma  in  Puerto  Ricans  (PR) 
in  New  York  City  (NYC).  Since  antitryp- 
sin (Pi)  deficiency  may  predispose  to 
obstructive  lung  disease,  a survey  of 
Pi  types  was  conducted  in  116  PRs  with 
and  without  asthma. 

Compared  to  1,380  Caucasian  controls 
from  a prior  study,  there  was  an  incr- 
eased prevalence  of  variant  phenotypes 
in  PR:  MS,  16%  vs  8%  in  Caucasians;  MV, 
2%  vs  0;  MZ , 5%  vs  2.5%.  Pi  variants 
were  not  more  prevalent  in  55  asthmatic 
PR,  but  were  present  only  in  non-smok- 
ers. A similar  trend  was  seen  among  the 
PR  non-asthmatic  smokers;  MS,  9.5%,  and 
0%  MZ . Asthmatics  with  variant  Pi  types 
also  differed  from  MM  asthmatics  in  that 
each  had  a history  of  asthma  in  a first 
degree  relative  . 

The  prevalence  of  PR  with  Pi  variants 
may  relate  to  a tendency  for  PR  to  dev- 
elop lung  disease  when  exposed  to  lung 
irritants.  An  inability  to  tolerate  cig- 
arette smoking  may  reflect  this  phenom- 
enon. An  association  between  the  S var- 
iant and  asthma  has  been  detected  in 
some  other  populations,  and  the  Z var- 
iant is  known  to  predispose  to  COPD. 


PULMONARY  INJURY  INCREASES  «66 

SOLUTE  MOVEMENT  IN 
ISOLATED-PERFUSED  LUNGS. 

Jl  Sznaider.  G Crawford.  MJ  Chudoba.  T 

Corbridee,  A Nnhum  and  LDH  Wood.  Section  of 
Pulmonary  and  Critical  Care.  The  University  of 
Chicago  and  Michael  Reese  Hospital,  Chicago, 
Illinois. 

Alveolar  edema  clearance  is  enhanced  by  active  Na 
transport  in  normal  lungs.  We  explored  whether 
during  acute  lung  injury  the  clearance  of  Na  and 
albumin  are  altered,  and  whether  this  affects  net 
edema  clearance.  We  examined  in  fluid  filled 
perfused  rabbit  lungs  the  influence  of  acute  oleic 
acid  injury  on  solute  and  water  movement  from  the 
airspaces  into  the  circulation  (perfusate)  and  to  a 
surrounding  "pleural  bath".  Six  control  lungs  were 
obtained  from  healthy  rabbits  (C)  with  no  prior 
intervention  while  in  the  injury  group  6 rabbits 
received  0.03  ml/kg  of  oleic  acid  (OA) 
intravenously  and  were  ventilated  for  90  minutes 
before  lung  removal.  The  airspaces  of  the  C and 
OA  rabbits  were  filled  with  a buffered  solution 
containing  Evans  Blue  labeled  albumin  (EBA)  and 
mdioactive  C^^Na+).  After  two  groups  of  perfusion 
^Na+  and  EBA  moved  out  of  the  airspaces  faster 
in  the  OA  injured  rabbit  lungs  than  in  C (P<0.005). 
The  clearance  of  ^^Na+  and  albumin  went 
preferentially  to  the  surrounding  "pleural  bath" 
during  lung  injury  suggesting  a pathway  of  edema 
clearance.  Despite  increased  solute  movements 
edema  cleared  from  the  airway  at  a similar  rate 
8±3%  - C and  11±5%  in  OA  rabbits,  suggesting  that 
active  sodium  transport  is  less  effective  in  clearing 
edema  during  acute  lung  injury. 


PHARMACOKINETICS  AND  TOXICITY  OF 
ISOLATED  PERFUSION  (IP)  OF  LUNG  WITH 
DOXORUBICIN 
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Baciewicz.  F..  Arredondo.  M..  Chaudhuri.  B..  Bandvopadhva.  S., 

Basilius.  D..  Chaudhuri.  P..  Thomford,  N.  Department  of  Surgery, 
Medical  College  of  Ohio,  Toledo,  Ohio. 

Low  response  rate  following  treatment  of  pulmonary  metastases 
from  mesenchymal  tumors  with  systemic  doxorubicin  may  be 
attributed  to  low  drug  level  in  target  tissue.  IP  of  lungs  with 
doxorubicin  has  the  potential  for  increased  drug  delivery  to  target 
organ  without  systemic  toxicity.  Twenty-two  mongrel  dogs  weighing 
25-30kg  underwent  IP  of  left  lung  with  doxorubicin  doses  up  to 
7ug/ml  in  750cc  perfusate  at  a flow  rate  of  IZOcc/min,  pulmonary  art 
pressure  of  20mmHg,  temp  390C  for  45  minutes. 
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The  pharmacokinetics  of  doxorubicin  is  described  by  first  order 
elimination  phase  kinetics.  The  final  tissue  concentrations  increased 
with  dose  up  to  an  initial  perfusate  concentration  of  7.61+  0.69ug/ml. 
Regression  analysis  showed  a significant  dose  response  relationship 
for  the  final  perfusate  concentration  (p=0.03)  and  for  the  tissue  level 
of  doxorubicin  (p=0.03).  A dose  over  7ug/ml  perfusate  resulted  in 
moderate  pulmonary  edema,  interstitial  infiltration,  inflammatory  cell 
infiltration,  mild  focal  hemorrhage,  and  alveolar  disruption.  Our  data 
suggests  that  normothermic  IP  of  the  lung  with  doxorubicin  using  a 
dose  level  up  to  6ug/ml  perfusate  can  deliver  high  tissue  levels 
without  toxicity  and  may  be  utilized  to  improve  the  treatment 
outcome  in  metastatic  sarcoma  of  the  lung. 


IVOX,  A NEW  TECHNIQUE  FOR  AUGMENTING 
BLOOD  GAS  TRANSFER  IN  INTACT  SUBJECTS 
WITHOUT  INVOLVING  THE  FAILING  NATURAL 
LUNGS. 
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Mortensen,  JD,  Winters,  S. , and  Berry,  G. 
CardioPulmonics ; Salt  Lal<e  City,  , Utah,  USA 
A small  diameter,  elongated  hollow  fiber  membrane 
oxygenator  has  been  designed  and  fabricated 
which  can  be  inserted  into  the  vena  cavae  through 
a peripheral  venotomy.  This  i ntracorporeal , 
intravenacaval  oxygenator  (IVOX)  device  permits 
intravenous  administration  of  up  to  150cc  of  O2 
per  minute  and  removal  of  up  to  120cc  of  CO2  per 
minute  from  venous  blood  enroute  to  the  right 
heart  of  intact  subjects. 

Utilization  of  IVOX  has  been  carried  out  in  more 
than  60  normal,  awake,  standing  sheep  for  periods 
of  up  to  19  days  without  mortality  or  morbidity, 
with  insignificant  changes  in  hemodynamics, 
hematologic  and  blood  chemistry  parameters  and 
with  no  gross  or  histologic  abnormalities  in 
vital  organs.  Gas  transfer  does  not  deteriorate 
during  7 days  continuous  IVOX  utilization. 

Animals  made  hypoxic  or  hypercarbic  respond 
favorably  to  IVOX  utilization  with  significant 
elevations  of  p02  and  pC02. 

Based  on  favorable  safety  and  efficacy  data  from 
extensive  animal  experiments,  clinical  trials 
are  currently  underway  in  4 medical  centers  in 
the  USA  to  evaluate  the  performance  of  IVOX  in 
ICU  patients  with  severe,  acute,  potentially 
reversible  respiratory  failure. 
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It’s  a tragic  coincidence  that 
cancer  has  taken  so  many  members 
of  this  family  over  the  years. 

It  took  Frank  Domato  in  1961. 
Patricia  O’Hara  Brown  in  1974. 

And  Serafino  Gentile  in  1982. 

But  the  fact  that  the  chain  of 
tragedies  has  now  been  broken  is  no 
coincidence  at  all. 

Over  the  last  40  years,  research 
programs  supported  by  the  Ameri- 
can Cancer  Society  have  made 
increasing  progress  in  the  treatment, 
detection  and  prevention  of  cancer. 

In  1985  alone,  the  Society 
funded  over  700  projects  conducted 
by  the  most  distinguished  scientists 
and  research  institutions  in  the 
country. 


So  it’s  no  coincidence  that  in  1986,  cancer  did  not  take  Debra  Gentile— Frank  Domato’s 
reat-granddaughter.  Just  as  it  didn’t  take  hundreds  of  thousands  of  others  who  have  been 
jccessfully  treated  for  the  disease.  , 
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it  that  wav. 


^AMERK/XN  CANCER  SOOETY 

y Help  us  keep  winning. 


! 


PUERTO  RICO 


FUNCION  VENTRICULAR 
VENTRICULAR  FUNCTION 
068-078 


I 


L 


173 


him  lóii  I fiiii'ii  iilar 


Rol.  Asoc.  Mi’ll  P Rico  - Abril  1990 


NATURAL  HISTORY  OF  HEART  FAILURE 
WITH  PRESERVED  VS.  IMPAIRED  SYSTOLIC 
LEFT  VENTRICULAR  EUNCTION 

Sunil  Kadakia,  Jalal  Ghali,  Ashwin  Bhatt, 

Vijay  Patel,  Richard  Cooper;  Cook  County 
Hospital,  Chicago,  Illinois. 

In  order  to  define  the  natural  history  of 
heart  failure  (HE)  with  preserved  vs  impaired 
systolic  LV  function,  we  prospectively 
evaluated  85  black  pts  who  were  hospitalized 
for  decompensated  HF.  Preserved  systolic  LV 
function,  defined  as  echocardiographic 
fractional  shortening  (FS)^  24%  or  radio- 
nuclide LV  ejection  fraction  > 45%;  the  latter 
was  obtained  in  41  pts.  59  pts  with  lower 
values  were  classified  as  having  impaired 
systolic  LV  function  (Group  I).  24  pts  com- 

prised the  group  with  preserved  systolic  LV 
function  (Group  II).  Incidences  of  hyper- 
tension, ischemic  heart  disease,  S.,,  edema, 
cardiomegaly  and  pulmonary  congestion  by 
chest  x-ray  were  similar  in  both  groups. 
Survival  of  the  two  groups  at  mean  follow-up 
of  31il8  months  was  markedly  divergent.  30.5% 
(18/59)  expired  at  1 year  follow-up  in  Group  I 
and  16%  (4/24)  in  Group  II.  At  the  end  of 
48  months  63%  (37  pts)  died  in  Group  I and  38% 
(9  pts)  died  in  Group  II  (p<  0.05). 

We  conclude  that  HF  pts  with  preserved 
systolic  LV  function  have  a better  prognosis 
than  HF  pts  with  impaired  systolic  LV  function. 


CAN  ANATOMIC  LEFT  VENTRICULAR  MASS  BE  o70 

RELIABLY  ESTIMATED  BY  M-MODE 
ECHOCARDIOGRAPHY? 

B^chenberg,  Timothy  C.,  Shub,  Clarence,  Edwards, 
William  D.'  Hauck,  Arthur  J.  Mayo  Cl inic, 
Rochester,  Minnesota,  USA. 

In  order  to  evaluate  the  accuracy  of  M-mode 
echocardiography  (E)  in  the  assessment  of  left 
ventricular  (LV)  mass,  we  compared  various  E- 
derived  regression  equations  for  LV  mass  to 
postmortem  LV  weights  in  93  patients,  mean  age 
68  ± 11  years,  58  males,  37  females,  who  had 
autopsy  within  30  days  of  technically  adequate 
2-D  guided  M-mode  E.  Patients  with  abnormal  LV 
shape  were  excluded.  E measurements  were  made 
by  two  experienced  echocardiographers.  E was 
obtained  at  a mean  interval  of  11  ± 7 days  prior 
to  death.  Thirty-six  patients  (39%)  had  LV 
enlargement,  22  (24%)  had  RV  hypertrophy,  and  20 
(22%)  had  regional  wall  motion  abnormalities 
(RWMA).  At  autopsy  the  immediate  cause  of  death 
was  cardiac  in  48  patients  (52%)  and  noncardiac 
in  45  (48%),  including  13  normal  hearts.  There 
was  a wide  spectrum  of  cardiac  diseases,  but  the 
most  common  cardiac  pathologic  diagnosis  was 
ischemic  heart  disease.  Only  a modest 
correlation  was  found  between  E and  anatomic  LV 
mass,  correlation  coefficients  ranging  from 

0.58-.67.  Each  of  the  E formulas  demonstrated 
increasing  deviations  as  LV  mass  increased  and 
tended  to  overestimate  LV  mass.  The  presence  of 
RWMA  did  not  effect  the  correlation. 

Conclusion:  M-mode  echo  does  not  reliably 
estimate  LV  mass,  especially  in  patients  with 
large  hearts. 
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ACUTE  CHANGES  IN  LEFT  VENTRICULAR 
EJECTION  FRACTION  AND  VOLUME 
FOLLOWING  NOREPINEPHRINE  INFUSION:  A 
POTENTIAL  MODEL  FOR  DILATED  CARDIOMYOPATHY 


Movahed,  A.,  Reeves,  W.C.,  and  Jolly,  S.R., 

Section  of  Cardiology,  East  Carolina 
University  School  of  Medicine,  Greenville,  NC. 

Experimental  dilated  cardiomyopathy  was 
produced  in  closed-chest,  pentobarbital 
anesthetized  dogs  by  norepinephrine  (NE) 
infusion  for  90  min.  Equilibrium  radionuclide 
angiography  (RNA)  and  2-DimensionaI 
echocardiography  (2-D  echo)  were  obtained  at 
baseline  and  1 hr  post  infusion.  Infusion  of 
saline  or  NE  0.6  yig/kg/min  did  not 
significantly  alter  left  ventricular  (LV) 
ejection  fraction  (EF).  NE  infusions  of  2-6 
pg/kg/min  reduced  EF  from  0.59  + 0.06  saline 
to  0.58  + 0.03,  0.29  + 0.02,  0.24  + 0.05,  and 
0.14  + 0.02  with  0.6,  2,  4,  and  6 pg/kg/min  NE 
respectively.  Fractional  shortening  from  2-D 
echo  gave  similar  results:  31+3  percent 
saline  to  26  +2,  17  + 6,  11  + 2,  and  10+2 
with  0.6,  2,  4,  and  6 pg/kg/min  infusions.  EF 
and  fractional  shortening  were  correlated  with 
an  r value  of  0.83.  Significant  increases  in 
LV  size,  assessed  by  RNA  volume  index  and  2-D 
echo  chord  length,  were  observed  with  infusion 
rates  of  2 pg/kg/min  and  greater.  In 
conclusion,  graded  degrees  of  acute  LV 
dysfunction  and  dilatation  can  be  produced  by 
relatively  short  NE  infusions. 
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INF1.UENCE  OF  HEART  RATE  ON  ASSESSMENT  OF  PULMONARY 
AKIERY  PRESSURE  BY  DOPPLER 


Asin-Cardiel  E..  Martinez  J-  Moya  JL..  Jimenez  M.. 
Barrios  V..  Pablo  C de. 

Cardiology  Dept.  "Ramón  y Cajal"  HospitaLMadrid.Spain 

El  tiempo  de  aceleración  (TA)  del  flujo  de  eyección 
pulmonar  determinado  por  doppler  pulsado  (DP)  es  un 
parámetro  útil  en  la  estimación  de  la  presión  pulmonar 
(PP).  Para  valorar  el  efecto  de  la  frecuencia  cardíaca 
(FC)  en  el  TA  y determinar  si  modificaciones  de  la 
misma  pueden  influir  en  el  cálculo  de  la  PP, 
estudiamos  16  sujetos  sanos  (10  varones  y 6 hembras; 
edad:18.9±5.7),  a los  que  se  realizó  un  suave 
protocolo  de  esfuerzo  (3  min,  25  W,  50  rpm)  en 
bicicleta  ergométrica  en  decúbito  supino.  Mediante  DP 
se  registró  el  flujo  de  eyección  pulmonar  desde 
posición  paraesternal,  colocando  el  volumen  de  muestra 
en  tronco  pulmonar.  A la  FC  basal  y final  se 
determinaron  los  siguientes  parámetros;  FC(lat/min), 
intervalo  R-R  (RR),  periodo  pre-eyectivo  (PPE)  (mseg), 
periodo  eyectivo  (PE)  (mseg),  TA  (mseg),  TA/PPE,  TA/PE 
y TA/VRr. 


RESULTADOS 

La  FC  aumentó  de  66±6  a 104+13.  El  TA  descendió  de 
147*15  a 104*16  (pxO.OOl),  mostrando  una  relación 
lineal  con  el  aumento  de  la  FC  (r;0.76).  El  número  de 
casos  con  TA<117  (x-2DE)  aumentó  de  0 a 6 (44.4X).  Los 
resultados,  a la  frecuencia  cardíaca  basal  y final,  de 
los  índices  TA/PPE  (1.34*0.24  vs  1.34*0.24),  TA/PE 
(0.43±0.04  vs  0.43*0.12)  y TA/  YRIT  (4. 9*0.5  vs 
4.6±0.7)  no  mostraron  diferencias  significativas. 


CONCLUSIONES 

1. -  El  TA  esta  Influenciado  por  la  FC. 

2. -  El  valor  del  TA  como  estimación  de  la  PP  es 
limitado  en  situaciones  de  taquicardia.  Resultan  más 
fiables  los  índices  TA/PPE,  TA/PE  y TA/VSr. 
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LEFT  VENTRICULAR  FUNCTION  IN  THE  

CORONARY  PATIENT  AT  HIGH  ALTITUDE 

Alexander,  J.K.,  Abinader,  E.G.,  Grover,  R.F., 

Sharif,  D.S.,  Morgan,  B.,  and  Brammel,  H.L. 
Department  of  Medicine,  Baylor  College  of 
Medicine,  Houston,  Texas 

We  carried  out  serial  echocardiographic 
assessment,  at  rest  and  during  exercise,  of 
left  ventricular  function  in  1 1 normal  young 
men  and  in  9 men  with  prior  myocardial  infarc- 
tion after  ascent  to  3100  m altitude  for  10 
and  5 days  respectively.  The  normal  subjects 
experienced  a contraction  of  plasma  volume 
within  several  days  associated  with  modest 
reduction  in  left  ventricular  volume,  but  pre- 
servation of  systolic  function.  In  contrast, 
left  ventricular  volumes  in  the  men  with  coro- 
nary heart  disease  rose  significantly  at  3100 
m from  day  1-5.  A progressive  rise  in  end- 
systolic  stress  of  the  left  ventricular  free 
wall  was  associated  with  a concomitant  fall  in 
global  ejection  fraction  of  1A%  at  rest,  12% 
at  a work  load  of  200  KPM/min,  and  17%  at  AO 
RPM/min.  Exercise  induced  ST  segment  depres- 
sion in  the  electrocardiographic  leads  took 
place  earlier  on  day  1 at  high  altitude  then 
at  low,  but  by  day  5,  the  patterns  were  simi- 
lar. Since  the  decrement  in  left  ventricular 
function  paralled  that  in  wall  stress  rather 
than  ST  segment  changes,  it  appeared  more  de- 
pendent upon  loading  conditions  than  global' 
hypoxemia . 


ENALAPRIL  VS.  DIGOXINA  EN  EL  TRATA-  " 

MIENTO  DE  LA  INSUFICIENCIA  CARDIACA 
CONGESTIVA. 

Pichardo  E.  R., González  M. , Ay;Diaz  A.,E., 
Estevez, R.  y Calderón, M.  Departamento  de  Investi- 
gaciones Clínicas  del  Instituto  Dominicano  de 
Cardiología,  Santo  Domingo,  Rep.  Dominicana. 

Se  estudiaron  26  pacientes  con  insuficiencia 
cardiaca  congestiva  (I.C.C.)  grado  IV  de  NYHA,  para 
compararla  eficacia  a largo  plazo  (6  meses)  del 
enalapril  Vs.  digoxina. 

Los  pacientes  fueron  distribuidos  en  dos  grupos 
(13  en  cada  uno) : A) Tratamiento  con  digoxina  y fu- 
rosemida,  B)enalapril  y furosemida,  con  titula- 
ción y/o  reajuste  de  dosis.  Si  era  necesario  se  u- 
tilizaban  otros  vasodilatadores. 

En  el  grupo  A la  mayoría  al  final  estaban  en 
clase  funcional  IlylIIdeN.Y.H.A.  (6  pacientes 
respectivamente) y solamente  1 en  clase  I,  sin  em- 
bargo, en  el  grupo  B,  9 terminaron  en  clase  funcio- 
nal 1,2  en  clase  II  y 2 en  clase  1 1 1 ^ con  una  dife- 
rencia significativa  (P<.0. 0001 ) . En  el  grupo  B hu- 
bo reducción  importante  del  indice  cardiotorácico 
en  relación  al  A (P^O. 001^.  El  grupo  A no  mostró 
modificación  de  la  fracción  de  acortamiento  (FA)  ,y 
déla  fracción  de  eyección  (FE) , por  ecocardiogra- 
fía,peroenel  grupo  B se  logró  aumento  (P< 0.001 ) 
ambos  parametros. 

2 pacientes  fallecieron  en  el  grupo  A (15S5) y 3 
con  enalapril  tuvieron  tos  seca  persistente,  mejo- 
rando al  reducir  la  dosis . 

Concluimos  gue  enalapril  solo  ó asociado,  con- 
tribuye a la  mejoría  Clínica  y el  pronóstico  de  la 
I.C.C. , reduciendo  la  mortalidad  a largo  plazo. 


LEIT  VENTRICULAS  DIACTOUC  FILLING  IN 
OaOIARY  ARIEFY  DISEASE  EVALUATED  BY 
PULSED  DCFPLER 
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Mova  J.L..  Asin-Cardlel  E-  Martinez  J..  Jimenez  M.. 
Barrios  V..  Mar'Un  de  Digs  R-  bel  Rio  A. 

Cardiology  Dept."Ramon  y Cajal"  Hospital.Madrid.Spain 

Con  el  fin  de  evaluar  el  efecto  de  la  isquemia 
miocárdica  en  la  función  diastólica  estudiamos  54 
pacientes  con  enfermedad  coronaria  (EC)  demostrada 
(grupo  I)  (39  con  infarto  de  miocardio  previo  y 15  sin 
infarto  previo),  comparando  los  diferentes  parametros 
con  un  grupo  control  formado  por  28  sujetos  normales 
(grupo  II).  En  la  CFM  fueron  medidos  los  siguientes 
parámetros:  frecuencia  cardiaca  (FC),  velocidad  máxima 
protodiastólica  (E),  velocidad  máxima  telediastólica 
(A),  relación  A/E,  tiempo  de  aceleración  fase  precoz 
(TA),  tiempo  de  desacelereación  fase  precoz  (TD), 
duración  fase  precoz  (DFP). 

RESULTADOS:Hallamos  diferencias  significativas  en; 

GRUPO  E(cm/s)  A(cm/s)  E/A  TD(ms) 

I 69±17  71il5  1.0±0.3  220±60 

II  77il9  59±14  1.4±0.3  191±43 

p <0.05  <0.0001  <0.001  <0.05 

Si  dividimos  el  grupo  I en  tres  subgrupos  en  relación 
con  la  FC  los  resultados  fueron; 

FC  E(cm/s)  A(cm/s)  E/A  TD(ms) 

<60  73il8  67±15  1.12t0.3  225±70 

60-75  63±16  70±17  » 0.94±0.3  x»  216*42 

>75  66*14  76*14  0.86*0.1  219*43 

xP<0.05  xxP<0.01 

En  relación  con  la  severidad  de  la  enfermedad 
coronaria  solamente  encontramos  diferencias 
significativas  en  el  TD  entre  enfermedad  de  uno  y tres 
vasos  (205*55  ms  y 251*71  ms  respectivamente)(p<0.05) 
aJKLUSlOÍES 

En  el  grupo  de  pacientes  con  EC  se  observó  un  patron 
de  CFM  caracterizado  por  disminución  de  E,  aumento  de 
A y de  E/A  con  alargamiento  del  TD. 

Este  comportamiento  puede  ser  un  marcador  de  isquemia 
clinicamente  útil  aunque  la  sensibilidad  y 
especificidad  no  esta  bien  establecida, 

Diferentes  factores  como  la  FC  pueden  influenciar  la 
CFM  y FC  bajas  pueden  enmascarar  los  efectos  de  la.  , 
isquemia  al  disminuir  la  velocidad  A e incrementar  la 
relación.  E/A. 


DOES  RIGHT  HEART  EJECTION  FRACTION 
ADD  TO  HEMODYNAMIC  MANAGEMENT? 


075 


Howie  MB.  Galbraith  TA.  Romanelli  VA.  Zvara  DA. 

Department  of  Anesthesiology,  The  Ohio  State 
University  Hospitals,  Columbus,  Ohio,  USA. 

In  a series  of  35  cases,  controlled  for  anesthetic 
technique,  we  were  able  to  evaluate  the  utility,  ease  of 
operation,  and  clinical  impact  of  the  RHEF  Swan-Ganz 
catheter  on  our  management.  Right  ventricular  frac- 
tion is  determined,  in  part  by  pulmonary  pressures, 
i.e.,  the  right  ventricular  afterload.  When  pulmonary 
hypertension  is  present,  right  ventricular  compromise 
may  occur.  Our  patients  had  mean  PA  pressures  of  40 
± 12  mmHg.  There  were  10  CABG  and  15  valvular 
procedures.  We  found  that  RVEF  reliably  correlated 
with  PVR  (r  = 0.82,  P<0.03)  and  CO  (r  = 0.80,  P<0.03). 
In  6 of  the  patients  we  witnessed  severe  and  sudden 
RV  decompensation  and  this  was  accurately  reflected 
in  RHEF,  as  was  their  subsequent  recovery.  In 
addition,  the  device  is  easy  to  calibrate  and  use. 

In  the  majority  of  patients  however,  the  RHEF  data 
failed  to  add  to  our  clinical  picture.  Further,  we 
questioned  whether  the  RHEF  data  altered  our 
therapeutic  interventions  in  the  6 decompensated 
patients  as  standard  Swan-Ganz  measurements  pro- 
vided us  with  the  diagnosis  in  each  case.  Other  dis- 
advantages include  extra  cost,  extreme  sensitivity  of 
the  ECG  sensors  (thus,  frequently  misreading  HR  and 
invalidating  the  RHEF  calculation),  cautery  inter- 
ference, and  its  loss  of  accuracy  in  patients  with 
naturally  occurring  irregular  rhythms. 

In  conclusion,  the  RHEF  catheter  reliably  provided 
good  correlation  between  RHEF,  CO,  and  PVR  and 
thus  was  useful  in  6 patients  who  rapidly  decom- 
pensated from  RV  failure. 
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DIAGNOSIS  OF  PAPILLARY  FIBROMA  BY 
FAST  CINE  CT  OF  THE  HEART 

Saksena,  F.B.  and  Ghali,  J.K.  Department  of 
iMedicine,  Division  of  Adult  Cardiology,  Cook 
County  Hospital,  Chicago,  Illinois. 

A papillary  fibroma  is  a rare  primary 
cardiac  tumor  occurring  in  about  3%  of  all 
cardiac  tumors.  We  report  a case  of  a 
papillary  fibroma  attached  to  the  mitral  valve 
associated  with  a cerebral  embolism. 

This  is  a 33  year  old  man  admitted  to  the 
hospital  with  a sudden  onset  of  a grand  mal 
seizure.  Physical  examination  revealed  a left 
sided  weakness  and  an  expressive  aphasia. 
Echocardiogram  showed  a 5 mm  size  echo  dense 
nodule  on  the  atrial  side  of  the  mitral  valve. 
Fast  cine  CT  of  the  heart  demonstrated  that 
this  small  nodule  was  moving  in  and  out  of  the 
mitral  valve.  C.A.T.  scan  of  the  brain  showed 
no  evidence  of  intracerebral  bleeding.  He  was 
anti-coagulated  and  the  patient's  neurological 
deficit  cleared  within  two  days.  At  operation, 
there  was  a polypoid  mass  0.6  to  0.9  cm  in  size 
attached  to  the  anterior  leaflet  of  the  mitral 
valve  along  with  fresh  thrombus.  Histologi- 
cally, this  polypoid  mass  was  a papillary 
fibroma.  The  mitral  valve  was  excised  and 
replaced  with  Duromedics  valve.  The  patient 
was  sent  home  after  an  uneventful  recovery. 

Cine  CT  was  decisive  in  making  the  diagnosis 
of  a small  mobile  cardiac  mass  in  our  patient. 
Surgical  excision  is  warranted  because  of  the 
high  incidence  of  embolism  in  such  patients. 


CARDIAC  TAMPONADE  DECREASES  INFERIOR 
VENA  CAVAL  FLOW  MORE  THAN  SUPERIOR 
CAVAL  FLOW  IN  THE  DOG. 

Leavitt  B,  Sllnker  B,  LeWlnter  M. 

Departments  of  Surgery  and  Cardiology, 

University  of  Vermont  College  of  Medicine, 
Burlington,  Vermont.  USA. 

Patients  with  acute  cardiac  tamponade  often 
have  an  upper  body  cyanosis,  possibly  due  to  a 
differential  effect  of  tamponade  between  super- 
ior vena  caval  (SVC)  and  inferior  vena  caval 
(IVC)  flow.  We  hypothesized  that  such  a dif- 
ferential flow  occurs  because  tamponade  more 
severely  restricts  flow  in  the  caval  vessel  with 
the  longer  intrapericardial  length,  and  in  the 
dog,  the  IVC.  To  test  this  hypothesis  we  mea- 
sured intrapericardial  caval  length,  superior 
and  inferior  caval  flows,  and  pericardial  pres- 
sure at  baseline  (pericardial  pressure  = -1.0  + 
1.6  (SD)  mmHg) , mild  tamponade  (pericardial 
pressure  = 11.7  + 1.8  mmHg)  in  10  open-chested 
anesthetized  dogs.  The  intrapericardial  length 
of  the  IVC  (24  + 2 mm)  was  longer  than  the 
length  of  the  SVC  (11+2  mm).  Caval  flows 
were  expressed  as  percent  of  baseline  and  were 
analyzed  with  a two-way  repeated  measures 
analysis  of  variance: 


P=.047 


3VC  64+17 

36  + 23 

IVC  52  + 14 

24+15 

Thus,  in  the  dog,  tamponade  preferentially 
decreases  flow  in  the  IVC,  which  has  a longer 
intrapericardial  length  than  the  SVC. 
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EVALUAT1CÍ1  BY  CENTINUOUS  WAVE  DCm£[^ErHXARP10®A^l^Y 
CF  THE  EFEBCr  OF  HUMAN  ERYTHROPOIETIN  IN  PATIENTS  WHH 
CHRONIC  RENAL  FAILURE 

iimenez  M..  Martinez  J-  Moya  JL-  Asin-Cardiel  E., 
Barrio.-;  V..  Teruel  JL.Ot).  Pascual  J.dd.. 

Cardiology  & Nephrology  (*)  Depts. "Ramón  y Cajal" 
Hospital.  Madrid.  Spain. 

Recientemente  se  han  demostrado  efectos 
beneficiosos  del  tratamiento  con  Eritropoyetina  humana 
(EPY-H)  en  pacientes  con  insuficiencia  renal  crónica 
(IRC).  Con  el  fin  de  observar  las  variaciones  del 
gasto  cardiaco  (GC)  hemos  estudiado  12  pacientes  (7 
varones,  5 hembras,  edad  17-56,  x:37)  sometidos  a 
hemodiálisis  periódica  tratados  con  EPY-H,  efectuando 
en  todos  ellos  ecocardiografía-doppler  continuo  (E-DC) 
antes  (TO)  y a los  2 (T2)  y 4 (T4)  meses  de  iniciado 
el  tratamiento  . Se  comparan  los  resultados  durante  el 
seguimiento  y con  los  de  un  grupo  control  (C)  de  15 
suietos  normales  (11  varones,  4 hembras,  edad  16-29, 
•A--Z5). 

RESULTADOS 


FC 

VTI 

GC 

HB 

r 

72  + 12 

0.19+0.04 

5.39+0.7a¿-i 

ti 

82Í15 

0.24±0.05 

8.67±1.6<  J. 

6.5±1.0v 

T2 

60+19 

0.21±0.05 

7.18+1.544  r 

9.0+1.34. 

T4 

79±19 

0.19+0.04 

6.22+1.2KJ 

10.4il.Cr 

FC-f recuencia  cardiaca  VTI^eyección  aórtica. 
HB-hemoglobina.  » pxO.OOl  ■»  p<0.05 

CONCLUSIONES: 

DLa  E-DC  confirma  que  los  pacientes  en  IRC  presentan 
un  GC  significativamente  elevado  respecto  al  control. 
2)La  E-DC  demuestra  el  efecto  beneficioso  del  aumento 
de  HB  producido  por  la  EPY-H  al  poner  de  manifiesto 
un  descenso  significativo  del  GC. 

i)La  E-DC  es  un  método  útil  en  el  seguimiento  de  los 
cambios  hemodinámicos  en  pacientes  en  IRC. 
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PREDICTING  POST-LOBECTeMY  PULMONARY  079 

FUNCTION:  A PROSPECTIVE  EVALUATION  OF 
QUANTITATIVE  RADIONUCLIDE  PERFUSION 
LUNG  SCANNING  ( PLS)  IN  PATIENTS  WITH  NONSMALL 
CELL  LUNG  GANGER  (NSCLC) 

Burt  M.E.,  Vltelll  C.,  and  Fels  A.  Memorial 
SIoan-Kettering  Cancer  Center,  New  York,  NY  USA. 

Quantitative  PLS  has  been  shown  useful  in 
predicting  postpneumonectomy  pulmonary  function. 
Data  to  predict  postlobectomy  pulmonary  function 
are  sparse.  Methods : Patients  (n=15)  with  NSCLC 
were  evaluated  prior  to  lobectomy  with  spirometry 
and  PLS  (Tc99m) . A computer  aided  quantitation 
yielded  the  percent  perfusion  of  each  lobe.  The 
predicted  post-lobectomy  FEVl  (ml)  was  calculated 
as:  Preoperative  FEVl  x % perfusion  lung  remain- 
ing. Each  patient  underwent  repeat  FEVl  deter- 
mination postoperatively  (mean  6.7  mos,  range 
3-14).  Data  expressed  as  mean  +SD.  Data  com- 
pared by  paired  t-test  and  significance  defined 
as  pSO.05.  Results : There  were  eight  females 
7 males,  mean  age  66.5  yrs  (range  51-77)  who 
underwent  right  upper  (n=5) , left  upper  (n=5),  or 
other  lobectomies  (n=5) . The  predicted  post- 
operative FEVl  (1528±448cc)  was  not  significantly 
different  than  the  measured  postoperative  FEVl 
(1664  ± 463cc).  Linear  regression  analysis  dem- 
onstrated a significant  correlation  between  the 
predicted  and  measured  postoperative  FEVl  (r^  = 


0.907,  p<0.0001). 

Conclusion:  As  currently  utilized  in  patients 

being  evaluated  for  possible  pneumonectomy,  these 
results  support  the  use  of  PLS  as  adjunct  to 
spirometry  in  the  preoperative  evaluation  for 
planned  lobectomy  in  patients  with  NSCLC. 


TRATAMIENTO  QUIRURGKX)  DEL  CARCINOMA  081 

BRONQUIAL  N2 
ZAPATERO  J.  CASANOVA  C.  GOLPE  A.  PEMLVER 
R.  PEREZ  RODRIGUEZ  E.  LAGO  J.  BASCHWITZ  B. 
CANDELAS  J. 


SERVICIOS  CIRUGIA  TORACICA  Y NEUMOLOGIA 
HOSPITAL  RAMON  Y CAJAL.  MADRID.  ESPA8A 

El  tratamiento  quirúrgico  del  carcinoma 
broncogenico  N2  ha  aido  debatido  en  los 
últimos  años  existiendo  grupos  escépticos 
respecto  a los  resultados  obtenidos. 

De  403  casos  intervenidos  quirúrgicamente  en 
nuestro  servicio,  en  27  casos  (6.69%)  se 
llevo  a cabo  una  resección  pulmonar  asociada 
a linfadenectomia  radical  y/o  quimioterapia 
adinjvante . 

15  casos  eran  epidermoides  (55.5%),  8 
adenocarcinomas  (29.6  %),  2 indif.  células 
grandes  (7.4  %)  y 2 indif.  células  pequeñas 
(7.4  %),  se  practicaron  21  neumonectomias 
(77.7  %).  La  supervivencia  acumulativa  por  el 
método  actuarial  fue  de  40  % al  primera  año  y 
de  un  24  % a los  3 años. 

CONCLUSIONES: 

1. -  La  supervivencia  actuarial  del  24  % a los 
3 años  puede  justificar  una  actitud  más 
agresiva  en  determinados  casos. 

2. -  La  quimio-radioterapia  neoadyuvante  puede 
mejorar  estos  resultados  en  el  futuro. 

3. -  El  estadiaje  preoperatorio  resulta 
fundamental,  indicando  la  mediastinoscopia  en 
loa  casos  con  TAC  positivo  para  el  mediastino 


SURGERY  IN  LIMITED  SMALL  CELL  LUNG 
CANCER 

Shields.  T.hl..  Karrer,  K.,  Penck,  H.. 
Voqt-MoyKopf , J.,  Karnicka-Mlodkowska.  H.,  and 

Salzer,  G.M.  Chicago.  Illinois.  USA 

This  report  is  an  update  of  the  trial  of 
initial  surgery  followed  by  chemotherapy  in 
thetreatment  of  very  limited  small  cell  lung 
cancer  (SCLC)  conducted  by  the  ISC  Lung  Study 
Group.  156  patients  have  been  admitted  and  all 
but  16  were  randomized  to  receive  either  a 
standard  regimen  of  cytoxan,  adriamycin  and 
vincristine  or  a sequential  regimen  of:  1) 
cytoxan,  CCNU,  MTX,  2)  cytoxan,  adriamycin, 
vincristine,  3)  ifosfamid,  VP-16).  PCI  was 
given  to  all  patients  who  completed  the  chemo- 
therapy. There  were  56  pneumonectomies,  12  bi- 
lobectomies, 80  lobectomies,  2 sleeve  resec- 
tions and  6 lesser  resections.  Post-surgical 
stages  were:  I - 57  pts.;  II  - 47  pts.  Ilia  - 
49  pts.,  and  IIIB  - 3 pts.  65  pts  had  Ng,  53 
N-|and  38  N2  disease.  Median  survival  of  the  70 
who  have  died  was  14  and  those  remaining  alive 
it  is  27  months.  As  of  8/15/89,  a 48  month 
actuarial  survival  rate  of  49%  has  been  calcu- 
lated; Stage  I - 67%,  Stage  II  - 36%  and  Stages 
IIIA  and  B - 42%.  For  patients  with  Ng  SCLC  - 
68%,  Ni  - 38%  and  N2  - 35%.  Patients  with 
Stage  I and  IIIA-Ng  SCLC  appear  to  benefit 
from  this  multimodality  approach.  In  those  pts. 
with  N-|With  N]  or  N2  SCLC,  the  long-term  sur- 
vival is  reduced  appreciably  but  appears  to  be 
better  than  that  of  the  historic  surgical 
controls. 


TRATAMIENTO  QUIRURGKX)  DEL  

CANCER  BRONQUIAL  T 3. 

ZAPATERO  J.  GOLPE  GOMEZ  A.  PERALVER  R. 

CASANOVA  C.  PEREZ  RODRIGUEZ  E.  LAGO  J. 

MADRIGAL  L.  PERPIfJA  A.  CANDELAS  J. 

SERVICIOS  DE  CIRUGIA  TORACICA  Y NEUMOLOGIA 
HOSPITAL  RAMON  Y CAJAL.  MADRID.  ESPARA 
El  carcinoma  bronquial  T3  viene  a representar 
en  la  mayoría  de  los  grupos  sobre  2/3  de  la 
casuística  total,  en  nuestro  servicio  de  403 
casos  operados  (1978-1987)  151  (37.46  %)  eran 
T3.  La  edad  media  fue  de  60.1  años. 

De  estos  casos  103  (68.2%)  eran  epidermoides, 

40  adenocarcinomas  (26.4%),  3 indif.  células 

pequeñas  (1.98%)  y 2 otras  histologías  (1.32 
%),  83  casos  eran  T3N0M0  (54.96%),  19  T3N1M0 

(12.5%)  y 49  T3N2M0  (32.4%).  La  técnica  más 
frecuente  fue  la  neumonectomia  91  casos 
(60.26%)  seguida  de  neumonectomia  ampliada  22 
(14.56%),  bilobectomia  2 (1.32%),  lobectomias 
6 (3.97%),  y 1 segmentectomia  (0.66  %).  La 
supervivencia  acumulativa  por  el  método 
actuarial  fue  en  los  T3N0M0  de  un  61  % al 

primer  año,  vm  36  % a los  3 años  y un  28  % a 
los  5 años,  mientras  en  los  T3N2M0  fue  de  un 

41  % al  primer  año  y im  24  % a partir  del 
tercer  año. 

CONCLUSIONES 

1. -  La  supervivencia  actuarial  de  un  31%  a 
los  3 años  en  los  T3  resecados  y de  un  24 
% a los  5 años  resulta  significativa  respecto 
a los  no  resecados  (p<0.05). 

2. -  La  afectación  mediastinica  conlleva  un 
pronóstico  más  grave. 
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DENDRIFORM  PULMONARY  OSSIFICATION: 

CASE  REPORT  OF  SURGICAL  RESULT 

Keppel , J.  F. , Asaph,  J.  W. , and  Kohnen,  P . W. 
The  Thoracic  Clinic,  P.C. , Providence  Medical 
Center,  Portland,  Oregon,  USA 

Dendriform  pulmonary  ossification  (DPO)  is 
most  often  diagnosed  post  mortem  and  frequently 
is  diagnosed  as  interstitial  fibrosis.  We  de- 
scribe a 66  year  old  male  presenting  with  large 
upper  lobe  bullous  disease.  Baseline  pulmonary 
function  test  (PFT) : forced  vital  capacity  (FVC) 
65%,  force  experaty  volume  in  one  secured  (FEVi) 
45%.  The  patient  underwent  transternal  bilat- 
eral upper  lobe  bullectomy  with  right  pleural 
tent  and  lung  biopsy.  Intraoperatively  the 
bullous  lung  retracted  down  into  the  thorax. 
Pathologic  specimens  from  lower  lobes  show 
characteristic  DPO.  Three  months  postoperative 
PFT:  FVC  65%  (no  change),  FEV^  91%  (100%  im- 
provement) . 

We  propose  that  retractive  forces  of  inter- 
stitial fibrosis  and  DPO  resulted  in  the  devel- 
opment of  bullous  changes,  which  significantly 
improved  after  surgery.  The  physiologic,  radi- 
ologic and  pathologic  characteristic  of  this 
case  will  be  presented  as  well  as  review  of 
previous  reports  on  DPO. 


CYSTIC  FIBROSIS  - IS  PULMONARY 
RESECTION  JUSTIFIED? 

Balsara,  R.K. , Schldlow,  D.,  Dunn,  J.M., 

Russo,  P.  St.  Christopher's  Hospital  for 
Children,  Philadelphia,  PA 

Cystic  fibrosis  (CF)  is  a crippling  disease 
of  young  age  where  survival  has  improved  with 
increased  use  of  physiotherapy,  nutritional 
support  and  antibiotic  therapy. 

We  report  a select  group  of  CF  children  in 
whom  pulmonary  resection  was  done  for  localized 
infection  or  life  threatening  haemorrhage.  The 
group  comprised  18  patients  (10  male,  8 female); 
age  range  2-20  yrs.  Pre-op  symptoms  included 
dyspnea  and  productive  cough  (100%),  wheezing 
(53%)  and  haemoptysis  (17.6%).  Twenty-one  pul- 
monary resections  were  performed  in  18  patients 
for  localized  and  incapacitating  disease  - sin- 
gle lobectomy  15  cases,  bilobectomy  5 cases  and 
pneumonectomy  1 case. 

No  operative  or  in-hospital  death  occurred. 
Complications  included  serum  hepatitis,  post-op 
bleeding,  prolonged  air  leak  and  suture  gran- 
uloma of  bronchial  stump  in  1 case  each.  Follow- 
up ranged  from  3 mo  to  8 yrs.  Results  were  con- 
sidered good  in  14  cases  (77.5%)  and  fair  in  4 
cases  (22.5%).  Hospitalization  for  recurrent 
infection  was  reduced  by  50%  and  17  of  18  pa- 
tients had  significantly  symptom-free  periods. 

We  believe  that  surgical  intervention  be- 
sides Irradicating  infection  helps  improve  the 
quality  of  life  subjectively  and  objectively. 

Our  results  suggest  that  this  can  be  achieved 
with  minimal  mortality  and  morbidity. 


085 

PERCUTANEOUS  DILATATIONAL  SUBCRICOID  

TRACHEOSTOMY 

Ciaglia,  P.,  Granjero,  K.  St.  Elizabeth 
Hospital,  Utica,  New  York,  U.S.A. 

The  senior  author  (P.C.),  after  an 
experience  with  134  tracheostomies  of  various 
types,  developed  the  technique  of  elective 
percutaneous  dilatational  subcricoid 
tracheostomy.  In  this  new  technique,  a needle- 
cannula,  with  attached  syringe,  inserted  in  the 
midline,  confirms  entry  into  the  tracheal  air 
column.  Following  the  placement  of  a J-guide- 
wire,  tapered  dilators  of  increasing  size  are 
threaded  over  a double  guide  to  get  adequate 
dilatation  of  the  opening.  A tracheostomy 
tube,  snugly  fitted  over  an  appropriate  sized 
dilator,  is  then  passed  into  the  trachea  over 
the  double  guide.  The  level  selected  is 
usually  between  the  cricoid  cartilage  and  the 
first  tracheal  ring,  or  when  feasible,  between 
the  first  and  second  tracheal  cartilages. 

To  date,  150  such  operations,  under  local 
anesthesia,  have  been  done  personally  by  the 
authors  in  the  Intensive  Care  Unit,  with  no 
significant  complications. 

The  percutaneous  technique  reduces  the 
severity  and  incidence  of  peri-operative 
complications.  Late  complications,  which  have 
not  been  a problem  to  date,  are  being 
evaluated  with  long  term  follow  up.  The 
procedure  is  simple,  safe,  and  cost-effective. 
The  technique  is  illustrated. 
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TORACOSCOPIA  EN  EL  DIAGNOSTICO  DE  LAS 
ENFERMEDADES  PLEURO  PULMONARES  Y DEL 
MEDIASTINO 

Urrutia,  A.,  Hinestroza,  L.,  Uzcategui,  R. 

Departamento  de  NeumoLogía  y Cirugía  del  Tórax, 
Hospital  Dr.  Pedro  Iturbe  y Universidad  del 
Zulia.  Maracaibo,  Venezuela. 

Desde  junio  de  1983  hasta  julio  de  1989,  los 
autores  han  realizado  ochenta  y cuatro  biopsias 
en  pulmón,  pleura,  pared  torácica  y mediastino 
a través  del  toracoscopio  en  igual  número  de 
pacientes,  con  lesiones  pulmonares  difusas, 
nodulares  periféricas,  derrame  pleural,  tumor 
de  pared  y mediastino;  en  las  cuales  no  se 
había  logrado  un  diagnóstico  histológico  con 
los  otros  procedimientos  convencionales. 

Se  obtuvo  un  rendimiento  significativo  y se 
evitó  en  algunos  pacientes  toracotomías  innece- 
sarias, además  es  un  procedimiento  seguro  y 
sencillo  con  personal  entrenado  y complementa 
a los  otros  métodos  de  diagnóstico. 
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THORAOOSCDPIC  TALC  POUDRAGE  PiS  DEFINITIVE 
TREAIMEITr  IN  CHRONIC  RBCURREKT  PLEUR7U. 
EFFUSIONS. 

Aelony,  Yossef,  and  King,  Randel. 

Kaiser  Permanente,  Harbor  City,  Calif.  USA 

This  study  assesses  the  technic  of  thora- 
coscopic talc  poudrage  (TTP).  Forty  five 
consecutive  patients  requiring  pleurodesis  for 
large,  recurrent  pleural  effusions  were 
reviewed . 

Under  primarily  local  anesthesia,  a rigid 
7 rrm  thoracoscope  was  inserted  via  the  6th 
intercostal  space  into  the  pleural  cavity; 
asbestos-free  talc  was  then  blown  through  the 
scope,  under  direct  vision.  Patients  were 
followed  until  death  or  for  at  least  a year. 

Malignancies  included  7 mesotheliomas,  lung 
cancer,  pleural  metastases , lymphoma,  myeloma, 
and  Kaposi's  sarcoma.  Ten  patients  had  benign 
conditions.  There  were  no  procedure -related 
fatalities;  morbidity  was  insignificant. 
Excluding  3 patients  with  trappied  lung, 
pleurodesis  was  achieved  in  100%.  The  only 
recurrences  were  seen  preterminally  more  than 
a year  later,  in  two  mesothelioma  patients. 

No  known  tetracycline  (TQM)  study  has 
matched  these  results.  Thoracoscopic  talc 
poudrage  requires  less  hospital  time  and 
shorter  chest  tube  drainage  than  either  TQM 
pleurodesis  or  pleurectomy,  with  less 
associated  pain.  TTP  should  be  considered  the 
procedure  of  choice  in  the  1990s. 


088 

PULMONARY  COMPLICATIONS  IN  

CEREBELLAR  THORACIC  OUTLET 
SYNDROME  AND  PARKINSON’S  DISEASE 
PATIENTS 

Fernández-Noda.  E.I..  González  Vicente.  S..  and 

Santos-Buch,  M.  Hato  Rey  Community  Hospital, 

Hato  Rey,  Puerto  Rico. 

The  present  paper  is  aimed  at  discussing  the 
pulmonary  complications  which  result  from  the 
Cerebellar  Thoracic  Outlet  Syndrome  (CTOS)  and 
Parkinson’s  Disease  based  on  a sample  of  850 
operated  patients.  The  paper  will  discuss  the  clinical 
findings  on  these  patients  who  were  evaluated  by  a 
multi-disciplinary  team  of  physicians,  and  underwent 
the  following  diagnostic  studies  prior  to  surgery:  X- 
ray  of  cervical  column  and  thorax,  Doppler 
ultrasonography,  electromyography,  nerve  conduction 
velocity  studies,  somatosensory  evoked  potential, 
intravenous  digital  angiography,  and  positron 
emission  tomography. 

CTOS  has  been  described  in  the  literature  as  a 
syndrome  involving  the  compression  of  the  vertebral 
and  subclavian  arteries  by  the  scalene  muscles  causing 
numerous  symptoms  and  complications  as  a result  of 
poor  blood  supply  of  the  cerebellum  and  other  areas 
of  the  brain.  The  following  complicarions  were  noted 
in  the  patients  suffering  from  CTOS  and  Parkinson’s 
Disease:  severe  dysphagia  complicated  with 
aspiratory  pneumonia  due  to  sialorrhea  and  food 
ingestion,  shortness  of  breath  by  compression  of 
blood  supply  to  the  automatic  medullary  centers 
located  in  the  pons  and  medulla,  and  persistent  cough 
due  to  reduced  blood  supply  to  the  brain  stem. 
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ASSESSMENT  OF  MITRAL  REGURGITATION  SEVERITY  BY 
GOXR  DCfFLES  ETHXARDIOGRAPHY.  A NEW  METHO) 

Jimenez  M..  Moya  J.L..  Martinez  J..  Barcia  F.. 

Barrios  V..  Bey  J..  Asin-Gydiel  E. 

Cardiology  Dept.  "Ramon  y Cajal"  Hospital.Madrid.Spain 


Los  métodos  mas  usados  para  valorar  mediante 
ecocardiografía  doppler  color  (EDC)  la  severidad  de  la 
insuficiencia  mitral  (IM)  son  el  cálculo  del  área  del 
yet  regurgitante  (AY)  y el  cociente  AY/área  de 
auricula  izquierda  (AY/AAI).  Estos,  no  tienen  en 
cuenta  las  condiciones  hemodinámicas  en  el  momento  del 
estudio.  Presentamos  dos  nuevos  índices  en  los  que  se 
se  incluyen  la  velocidad  maxima  regurgitante  (Vmax)  y 
el  gradiente  máximo  regurgitante  (Grad):  A Y/ Vmax  y 
AY/Grad.  Estudiamos  23  pacientes  con  IM  (edad;  55±11 
años),  calculándose  en  todos  ellos  los  siguientes 
parametros;  AY,  AY/AAI,  AY/Vmax,  AY/Grad.  Con  un 
intervalo  de  5±2  días  se  efectuó  estudio  angiográfico 
(IM  Lligera,  ILmoderada,  IILsevera)  comparando 
ambos  resultados. 


RESULTADCS 


IM 

AY 

AY/AAI 

AY/Vmax 

AY/Grad 

1 

6.88±4.86 

0.18*0.07 

1.45±0.59 

0.07*0.03 

II 

9.30±3.61 

0.31±0.16 

3.08*0.09 

0.19*0.06 

III 

22.47i6.65 

0.33*0.06 

5.77*1.47 

0.31*0.06 

r 

0.683 

0.656 

0.912 

0.921 

p 

<0.05 

<0.005 

<0.0001 

<0.0001 

ODNCLUSIONES; 

1)  Los  nuevos  indices  ofrecen  una  mejor  valoración  de 
la  severidad  de  la  IM  al  normalizar  el  area  del  yet 
regurgitante  en  función  de  la  velocidad  del  mismo. 

2)  Muestran  una  mejor  correlación  con  la  severidad  de 
la  IM  determinada  angiográficamente. 


091 

EVALUATION  OF  MYOCARDIAL  ISCHEMIA  

AFTER  ANTERIOR  INFARCTION  BY  THAL1JUM-2Q1 
IN  PATIENTS  WITH  "ST'  ELEVATION  IN  EXERCISE  TEST. 

Asin-Cardiel  E..  Barrios  V..  Muela  A..  Bavas  M.. 

Moya  J.L..  Jimenez  M..  Martinez  J. 

Cardiology  Dept."Ramon  y Cajal*'  Hospital.Madrid.Spain 

La  detección  de  isquemia  (IQ)  postinfarto 
constituye  un  elemento  fundamental  en  la  valoración 
pronóstica  y terapéutica.  La  respuesta  de  la  prueba  de 
esfuerzo  (PE)  con  supradesnivel  del  segmento  "ST" 
(.SST)  en  infartos  anteriores  (lA)  es  frecuentemente 
atribuida  a disquinesia.  Con  el  fin  de  valorar  la 
relación  de  esta  respuesta  con  la  presencia  de 
isquemia  periinfarto  (IQP)  y/o  a distancia  (IQD)  de  la 
zona  de  necrosis  (NC),  estudiamos  67  pacientes  con  lA 
(84  varones  y 3 hembras;  edad=51±10.6),  con  una  PE 
máxima  limitada  por  síntomas  por  test  de  Bruce 
concluyente  y Talio  201  postesfuerzo  y en  la  fase  de 
redistribución.  Dividimos  los  casós  en  dos  grupos; 
Grupo  1;  PE  negativa;  Grupo  II;  PE  con  SST. 

RESULTADOS;  TALIO-201 


NC+IQ-  NC+IQ+  NEGATIVO 


1(11-42)  26(66.6Z)  13(30.9^)  I IQP;12(26.5i:)  1(2.4>:) 

IQD;  1(2.7X)  1 

II(Hr4b)  18(40X)  26(57.7X)J»  IQP;21(46.6X)  1(2.2X) 

IQD;14(31.1X)J)«)( 


» PrO.Ol  P=0.001 


oona.usioNEa 

1 Ld  PE  con  SST  presenta  en  más  de  la  mitad  de  los 
casos  isquemia  en  el  Talio  201,  siendo  ésta 
frecuentemente  a distancia  del  área  de  necrosis. 

2-  La  presencia  de  isquemia  en  el  Tallo  201  en  los 
casos  con  PE  negativa  está  generalmente  localizada  en 
la  zona  periinfarto. 

la  PE  con  S.ST  obliga  a descartar  por  otros  métodos 
la  existencia  de  isquemia  antes  de  considerarlo 
como  secundario  a disquinesia. 


ELEVEN  YEARS  EXPERIENCE  WITH  ST.  JUDE  0*^0 

VALVE  PROSTHESIS  

de  Castro,  C. , Elayda,  M.A.,  Garcia,  E.,  Hall , 
R.J.,  Causay,  L. , Cooley,  D.A.,  Texas  Heart 
Institute  and  St.  Luke's  Episcopal  Hospital, 
Houston,  Texas 

Between  1978  and  1988,  2872  pts,  age  2-88 
(mean  of  54. A yrs)  underwent  valvular  replace- 
ment with  St.  Jude  prosthetic  valve  (SJP) . Total 
follow-up  in  pt  yrs  was  4,894.  Aortic  valve  re- 
placement (AVR)  was  performed  in  1815  (63.2%) 
pts;  mitral  valve  replacement  (MVR)  in  804(28%), 
and  double  valve  replacement  (DVR)  in  253(8.8%). 
Concomitant  CAB  was  performed  in  611  pts,  aortic 
aneurysm  repair  in  141  and  92  had  other  valvular 
procedures.  Overall  early  mortality  (EM)  was 
7.8%;  (6.4%  for  AVR,  9.3%  for  MVR  and  13.4%  for 
DVR).  Survival  at  4 yrs  was  86%  for  AVR,  80.3% 
for  MVR  and  79.9%  for  DVR.  At  8 yrs  it  wa..  76.8% 
for  AVR,  74.8%  for  MVR  and  73.3  for  DVR.  The 
linearized  incidence  of  endocarditis  (SBE), 
perivalvular  leak  (PVL)  and  thromboembolism  (TE) 
per  patient  year  is  shown: 


AVR 

MVR 

DVR 

SBE 

0.44% 

0.31% 

0.24% 

PVL 

0.57% 

1.09% 

1.70% 

TE 

1.05% 

1.56% 

0.72% 

Freedom 

from  reoperation 

at  8 yrs 

was  96%  for 

AVR,  95%  for  MVR  and  94.6%  for  DVR.  The  long 
term  results  achieved  with  SJP  are  very  satis- 
factory. It  has  a low  incidence  of  TE  and  in 
our  long  term  experience  mechanical  failures 
have  not  been  observed  in  SJP. 


CLASSIFICATION  AND  RESULTS  OF  URGENT 
CORONARY  BYPASS  SURGERY.  

Zapolanski , A.,  Ellertson,  D. , Bronstein,  M., 
Leary,  L. , Chan , J . Y . , Shav , R . E . , Myler,  R.K. , 
and  Stertzer,  S.H.  San  Francisco  Heart 
Institute,  Seton  Medical  Center,  Daly  City,  CA. 

There  is  a group  of  patients  (pts)  who 
require  coronary  artery  bypass  graft  surgery 
(CABG)  within  72  hours  of  evaluation  who  are 
not  elective  or  emergency  cases,  but  may  repre- 
sent increased  risk.  214  of  1912  pts  undergoing 
CABG  were  classified  as  urgent.  42%  were  65 
years  of  age  or  older.  78.0%  were  male.  At 
least  1 internal  thoracic  artery  (ITA)  was  used 
in  81.3%  of  these  cases.  These  pts  were  divi- 
ded into  2 groups:  1)  post  myocardial  infarc- 
tion (PMI)  angina  (N=153)  and  2)  compelling 
anatomy  (CMP)  (N=61).  These  groups  were  further 
divided  into  recent  (<  7 days)  and  remote  (>  7 
days)  MI,  or  no  MI.  CABG  results  were: 


N 

Death  % 
% 

Event  % 
Free 

lABP 

post 

CABG 

m % 

PMI  Recent 

40 

0.0 

80.0 

7.5 

0.0 

PMI  Remote 

113 

0.8 

81.4 

10.6 

0.9 

CMP  Recent 

MI 

44 

4.5 

79.5 

6.8 

2.3 

CMP  Remote 

MI 

11 

0.0 

81.8 

0.0 

0.0 

CMP  No  MI 

6 

0.0 

83.3 

0.0 

0.0 

Overall 

214 

1.4 

80.8 

8.4 

0.9 

Results 

from  urgent  pts 

differed 

from 

1048 

elective  CABG  pts  only  in  requirement  for  lABP 
post  CABG  (8.4  vs  4.8;  p<.05).  In  our  experi- 

ence, urgent  and  elective  CABG  carry  a similar 
risk.  However,  adjunct  mechanical  devices  are 
necessary  to  achieve  these  results. 
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THE  TIME  COURSE  OF  OXYGEN  CONSUMPTION 
VARIABLES  FOLLOWING  OPEN  HEART  SURGERY 


093 


Amundson,  D. , Gilbert,  R.  and  Tomasic,  P. 
Department  of  Critical  Care  and  Internal 
Medicine,  Naval  Hospital,  San  Diego,  CA. 

Eleven  consenting  adult  patients  having  CABG 
surgery  were  followed  serially  with  measured 
oxygen  consumption  variables  via  a metabolic 
cart  (cybermedics).  Hourly  studies  were 

performed  in  an  observation  period  that 
included  time  to  endotracheal  extubation. 
Eight  measurements  were  recorded  on  each 
patient.  A graph  of  the  group  finding  is 


A significant  increase  in  oxygen  consumption 
was  noted  in  the  period  six  hours  after 
rewarming  (8-9  hours  after  entering  the  ICU). 
This  coincided  with  an  increase  in  atrial  and 
ventricular  ectopy  and  blood  pressure 
liability.  Recurrent  shivering  was  noted  in 
the  majority  of  cases  and  may  explain  the 
abrupt  rise  in  oxygen  consumption.  These  data 
suggest  that  the  period  8-10  hours  after 
surgery  can  be  a period  of  unanticipated 
deterioration  and  measures  to  reduce 
piloerection  and  autonomic  dysfunction  should 
be  employed  prophylactically . 


DETECTION  OF  HIV-I  PROTEIN  pl7-,  p24-. 
AND  gpl60-LIKE  IMMUNOREACTIVITIES  IN 
THE  CARDIOCYTES  OF  AIDS  PATIENTS 


095 


Gu,  J.,  Dlsche,  R.,  D'Andrea,  M.,  McDonnell,  C., 

Muralldharan  S.  Deborah  Research  Institute, 
Browns  Mills,  NJ 

Up  to  70%  of  AIDS  patients  have  cardiac 
involvement  and  30-50%  of  them  do  not  have 
identifiable  etiology  in  the  heart.  We 
investigated  possible  presence  of  HIV-I  proteins 
pl7,  p24,  and  gpl60  in  such  hearts  using  light 
and  electron  microscopic  immunocytochemistry . 
Autopsy  tissues  of  7 hearts  from  AIDS  patients 
and  16  hearts,  1 kidney  and  1 lung  from  non-AIDS 
patients  were  examined.  Tissues  were  fixed  in 
formalin  and  embedded  in  paraffin.  Two  sets  of 
monoclonal  antibodies  from  2 different 
commercial  companies  (Cellular  Product  Inc., NY; 
Chemicon  Inc.,CA)  to  the  proteins  were  used.  It 
was  found  that  pl7-,  p24-,  and  gpl60-  like 
immunoreactivities  were  strongly  positive  in  the 
cytoplasm  of  cardiocytes  in  AIDS.  Immunoelectron 
microscopy  localized  them  to  myofibrils  of  the 
cardiocytes.  Strong  immunoreactivities  were  not 
seen  in  the  heart,  lung,  and  kidney  of  non-AIDS 
patients.  Simultaneous  immunostaining  of  HTLV-I 
protein  pl9  in  the  same  samples  with  monoclonal 
antibody  from  the  same  companies  was  negative. 

No  HIV  particle  or  CD4  immunoreactivity  was  de- 
tected in  these  samples.  These  findings  suggest 
that  pl7-,  p24-,  and  gpl60-  like  immunoreactive 
materials  are  present  in  hearts  of  HIV  infected 
patients,  indicating  novel  pathogenic  mechanisms 
for  AIDS  related  cardiac  complications. 


ACCELERATED  HYPERLIPIDEMIA  AFTER  o94 

HEART  TRANSPLANT 

Ziady , G. , Ruffner,  R. , Lee,  A. . Kormos , R. . 
Armltage,  J.  , Griffith,  B..  Hardesty,  R. , 
University  of  Pittsburgh,  Pittsburgh,  PA. 

Fasting  serum  lipids  were  measured  In  77  pts 
following  heart  transplant  (HTx) . The  mean  fol- 
low-up period  was  23+15  (3-72  months),  with  25 
pts  followed  for  less  than  a year  (3-11  months). 
Serum  cholesterol  (ch)  levels  were  correlated 
with  pre-transplant  diagnosis,  sex,  age,  dura- 
tion since  transplant,  diabetes,  diuretic  ther- 
apy, and  beta  blocking  therapy.  In  48  pts  who 
have  had  coronary  arteriography,  correlation 
was  carried  out  with  the  presence  or  absence  of 
coronary  artery  disease.  Results: 

Cholesterol  LDL  HDL 

Range(mg/dl)  147-592  94-410  19-97 

High  serum  ch  level  >240mg/dl  was  present  In  52 
pts  (68%)  (320+77mg/dl) . Elevated  LDL  level 
>160mg/dl  was  found  In  60  pts (78%) (231+5 7mg/dl) . 
There  was  no  significant  correlation  of  ch  lev- 
els with  pre-transplant  diagnosis,  age,  sex, 
duration  since  transplant,  presence  of  diabe- 
tes, diuretic  therapy,  or  beta  blockers.  Serum 
Ch  levels  were  not  significantly  different  In 
16  pts  who  developed  coronary  artery  disease, 
compared  to  32  pts  with  normal  coronary  arteri- 
ography (282+85  vs  276+27mg/dl) , p=.74.  Conclu- 
sion : High  serum  Ch  and  LDL  levels  are  very 
common  and  Ijecome  abnormal  as  early  as  3 months 
after  HTx.  These  abnormalities  did  not  corre- 
late with  factors  studied.  Possible  mechanisms 
are  diet,  steroids,  and/or  cyclosporine. 


HE-CD  LASER  BIOSTIMULATION 

THERAPY  OP  THE  MYOCARDIAL  0^^ 

ARRHYTHMOGENIG  POCI;  IHTRAC ARDIAC  ^ 

APPLICATION. 

y.Zalessk.v.  V. Bobrov.  Kavetsky  Institu- 
te  for  Oncology  Problems.  Acad.  Sci.  of 
Ukr.  SSR;  Department  of  Cardiology  Post- 
graduate Medical  Training  Institute, 
Kiev,  U.S.S.R. 

We  evaluated  the  clinical  efficacy  & 
safety  of  intracardiac  c/v»  Helium-Cad- 
mey  Laser  Biostimulation  Therapy  (LBT) 
of  the  myocardial  arrhy thmogenic  foci. 
He-Gd  (441.0  nm)  laser  radiation 
(10«10“3  W)  were  delivered  through  ei- 
ther a quartz  fiber  electrode  catheter  - 
- GPEC  (16  lesions  in  8 patients)  or  a 
new  plastic  fiber  electrode  catheter  - 
PPEG  (10  lesions  in  6 patients).  The  po- 
sition of  the  laser  catheter  tip  was 
monitored  by  the  intracardiac  electro- 
physiologic  study  (IBS).  Direct  contact 
of  the  quartz  fiber  of  the  GPEC  with 
the  endocardium  during  laser  applicati- 
on induced  ventricular  arrhythmias.  The 
improved  flexibility  and  modified  pla- 
stic fiber  tip  of  the  PPEC  allowed  sta- 
ble positioning  of  the  distal  electrode 
during  laser  application  at  varions  si- 
tes of  the  endocardium.  The  registered 
after  24-st  hours  Holter  monitoring 
gravity  of  the  cardiac  rhythm  were  de- 
creased in  2-3  weeks  time  after  LBT  de- 
livered in  11  of  the  14  patients,  in  2 
keeped  former  and  in  one  increased. 
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A mammoOTam  is  a safe,  low-dose  X-ray  that  can  detect  breast  cancer 
before  there’s  a lump.  In  other  words,  it  could  save  your  life  and  your  breast. 

If  you’re  a woman  over  35,  be  sure  to  schedule  a mammogram. 

Unless  you’re  still  not  convinced  of  its  importance. 

In  which  case,  you  need  more  than  just 
your  breast  examined. 


Find  the  time.  Have  a mammogram. 


AMERICAN 
V CANCER 
fSOOETY 

Give  yourself  the  chance  ot  a lifetime. 
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Círufia  Canliova scalar 
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CRYOPRESERVED  CANINE  CAROTID  ARTERY 
AS  A VASCULAR  GRAFT 
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Clchon,  R. , McGrath,  L. , Gu , J . , Bianchi,  J., 
Muralldharan , Rambaran,  H.,  D'Andrea,  M. , and 
Daloislo,  C., Deborah  Research  Institute, 

Browns  Mills,  New  Jersey 

Coronary  artery  surgery  is  dependent  on  avail- 
ability of  grafts  suitable  for  bypassing  dis- 
eased coronary  arteries.  We  investigated  small- 
size  arterial  allografts  as  vascular  conduits. 
Canine  carotid  arteries  were  transplanted  end 
to  end  into  the  carotid  artery  of  another  dog 
for  testing  patency,  viability  and  graft  condi- 
tion after  one  month.  The  animals  were  divided 
into  4 groups  depending  on  the  implanted  grafts 
(autografts  and  allografts  without  cryopreser- 
vation  and  autografts  and  allografts  after 
cryopreservation) . Two  angiograms  were  per- 
formed on  each  dog,  one  immediately  after  im- 
plantation and  another,  one  month  later.  All 
implanted  grafts  showed  100%  patency  after  one 
month.  Allotransplants  showed  more  intimal 
changes  and  calcification  than  autotransplants, 
however,  the  lumen  was  not  narrowed  or 
thrombosed.  The  tissue  viability  was  evaluated 
using  the  Tissue  Culture  Method  and  proved  de- 
creased viability  in  the  allograft  group.  This 
study  suggests  that  cryopreserved  small-size 
arterial  allografts  can  serve  as  an  alternative 
vascular  conduit. 


INTERNAL  THORACIC  ARTERY  FOR  FAILED 
CORONARY  ANGIOPLASTY:  A SAFE  APPROACH. 
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Zapolanski,  A.,  Bronstein,  M.,  Ellertson,  D., 
Shaw , R . E . , Chan , J . Y . , Leary,  L. , Myler,  R.K. , 
Stertzer,  S.H.  San  Francisco  Heart  Institute, 
Seton  Medical  Center,  Daly  City,  CA. 

Although  the  long  term  patency  of  internal 
thoracic  artery  grafts  (ITA)  is  superior  to 
saphenous  vein  grafts  (SVG)  following  coronary 
bypass  surgery  (CABG),  SVG  are  more  frequently 
used  for  emergency  CABG  in  the  setting  of 
failed  coronary  angioplasty  (PTCA).  However, 
little  research  exists  to  demonstrate  that  ITA 
use  is  detrimental  in  CABG  after  failed  PTCA. 

During  a 3 year  period  117  patients  (pts)  had 
emergency  CABG  for  failed  PTCA.  ITA  were  placed 
to  the  left  anterior  descending  artery  (LAD)  in 
37  pts  for  abrupt  closure  following  failed 
PTCA.  LVEF  was  >50%  in  86%  of  pts;  68%  of  pts 
had  multiple  grafts.  These  37  pts  were  compared 
to  846  pts  who  had  elective  ITA-LAD  CABG.  Mor- 
tality, peak  creatine  kinase  (CK),  intensive 
care  and  hospital  days  (HD),  Q-wave  MI  (Q-MI) 
and  stroke  were  similar;  CK-MB  fraction  (%)  was 
higher  in  the  emergent  ITA  group  (p<.01*). 

Death  CK-MB  HD  Q-MI  Stroke 
(.%)  (X)  (days)  (%)  W 

EMERGENT  ITA  0.0  8.9*  10.0  5.4  0.0 

ELECTIVE  ITA  1.9  3.7*  10.7  2.4  1.3 

CONCLUSIONS:  The  internal  thoracic  artery 
can  be  used  safely  in  selected  patients  during 
emergency  CABG  following  failed  PTCA.  These  re- 
sults compare  favorably  to  elective  use  of  ITA. 


SAFE  TECHNIQUE  FOR  ISOLATION  OF 
PULMONARY  ARTERY 
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Mural idharan , S.,  Rambaran,  N.,  Cichon,  R., 

Daloisio,  C.,  and  Laub  G.W.  Deborah  Research 

Institute,  Browns  Mills,  New  Jersey,  USA 

Isolation  of  the  pulmonary  artery  (PA)  is  a 
critical  step  in  many  procedures  in  cardiac 
surgery.  It  is  necessary  in  procedures  such  as 
banding  of  PA.  When  developing  a plane  of 
cleavage  between  the  PA  and  aorta,  injury  to 
the  PA  can  occur.  This  complication,  while 
rare,  is  possible,  usually  occurring  in  the 
posterior  wall  of  the  PA  while  dissecting  and 
encircling  it.  This  injury  is  difficult  to 
repair  as  it  is  inaccessible  to  clamp,  ligate 
or  suture.  40  dogs  requiring  isolation  of  PA 
as  part  of  a procedure  were  studied.  The 
following  technique  helps  decrease  incidence 
of  this  injury.  1)  a right  angled  forceps  is 
first  introduced  under  the  aorta  and  PA  to 
encircle  both  vessels  with  the  first  tape 
(T-1):  2)  the  aorta  is  then  dissected  and 

encircled  with  forceps  which  grasps  the  aortic 
side  of  T-1  and  a second  tape  (T-2);  3)  both 

tapes  are  pulled  out  between  the  aorta  and  PA; 
4)  T-1  encircles  PA  and  T-2  encircles  aorta 

but  the  PA  has  not  been  fully  dissected  or 
encircled,  thus  avoiding  injury.  This 
technique  was  adopted  for  the  last  10 

experiments  with  no  complications.  Injury  to 
the  PA  occurred  in  4 of  the  30  previous 
surgeries.  We  believe  this  technique  of 

encircling  the  PA  can  prevent  injury 
especially  when  dealing  with  thin  friable  PA. 
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TRIPLE  ARTERIAL  CORONARY  ARTERY 
BYPASS  SURGERY  IN  ELECTIVE 
CORONARY  OPERATIONS 

Ayala,  E. , Devinenl , R. , Wilcox , K. , 

Roberts , A.  The  Heart  Institute,  Wilkes- 
Barre  General  Hospital,  Wilkes-Barre, 
Pennsylvania,  USA. 

We  have  undertaken  a pilot  study  involving 
a prospective,  randomized,  clinical  trial 
utilizing  triple  arterial  coronary  artery 
bypass  grafting  in  ten  selected  patients 
undergoing  Initial  operations  and  a 
comparable  group  of  ten  patients  not 
receiving  right  gastroepiploic  (RGA)  bypass. 
Several  pre,  intra,  and  postoperative 
parameters  were  compared.  All  patients  had 
severe  angina  pectoris  and  triple  vessel 
coronary  disease.  The  findings  were:  longer 
total  operating  time  in  the  first  group; 
however,  postoperative  morbidity  in  terms  of 
low  cardiac  output,  mechanical  ventilation, 
myocardial  infarction,  wound  infection,  and 
duration  of  hospitalization  were  comparable 
in  both  groups.  Graft  patency  in  the  RGA 
was  noted  to  be  excellent.  The  long-term 
results  of  triple  arterial  bypass  remain  to 
be  documented. 


185 


Cardiovascular  Surscrv 


l o!.  H2  Sum  4 


CARDIOVASCULAR  SURGERY  RESULTS  IN  1,113 
PATIENTS,  WHO  ENDERWENT  SURGERY  AT  THE  PUERTO 
RICO  MEDICAL  CENTER 
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Gonzalez-Caraballo,  M. , Defendini,  E. , Vilaro,  J. 

Departments  of  Medicine  and  Surgery,  School  of  Medicine, 
University  of  Puerto  Rico,  Rio  Piedras,  Puerto  Rico. 

The  prevalence  of  cardiovascular  surgical  diseases  in 
adult  patients  was  reviewed  and  classified  by  main 
diagnoses.  Surgical  results  by  the  type  of  interventions 
were  also  evaluated  in  1,113  patients  who  underwent  surgery 
from  1901  to  1989  at  the  Puerto  Rico  Medical  Center. 

Results : 

Tn  : 1,113  patients  n:  number  of  patients  by  subgroups 


Diagnostics 

Type  of  Surgery 

n 

% Mortality 

I-  Valvular  Heart 

Replacement  andor 

Diseases:  435 

Repair: 

patients 

Aortic  Valve 

170 

4 % 

Mitral  Valve 

198 

3 % 

Bivalvular 

24 

8 % 

II-  Oclussive 
Coronary 
Arteries 
Disease:  635 
patients 

Aortocoronary 
Bypass  Graft 
Surgery: 

1 or  2 vessels 

150 

1 % 

3 up  to  7 vessels 

485 

4.5  % 

Ill-Congenital 

Heart  Disease: 

Total  Correction 

43 

0 % 

43  patients 

I + II:  Mixed 
Cardiovascular 
Disease;  23 
patients 

Aortocoronary  by 
pass  plus  valve 
or  ventricular 
Surgery 

23 

7 % 

CONCLUSIONS: 

1.  There  is  a most  prevalence  of  coronary  oclussive  disease 
refer  for  surgery  for  a 57?í  of  all  patients  follow  by 
rheumatic  andor  congenital  valvular  disease  in  a 39%  and 
only  A%  with  congenital  lessions. 

2.  The  aortocoronary  by  pass  surgery  was  performed  in 
patients  classified  111  or  IV  of  the  NYHA  performed  in 
urgent  or  critically  ill  subgroup.  3.  There  is  a tendency 
of  relative  high  mortality  risk  on  patients  who  are  refer 
for  ACBPG  two  vessels  by  pass  graft  suroerv  related  to 
unavailability  to  performed  complete  revascularization. 


PATTERNS  OF  THE  CHILDRENS  CARDIOVASCULAR 
SURGICAL  DISEASE  AND  RESULTS  Of  SURGERY  PERFORM 
AT  THE  PUERTO  RICO  MEDICAL  CENTER  IN  1,567 
PATIENTS 
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Gonzalez-Caraballo,  M. , Marguez-Grau,  E. , De  Jesus,  N. 
Departments  of  Medicine  and  Surgery,  School  of  Medicine, 
University  of  Puerto  Rico,  Rio  Piedras,  Puerto  Rico. 

Cardiovascular  Surgery  in  childrens  in  our  Center  are 
classified  in  three  subgroups.  Closed  Corrective  Surgery 
which  include  surgery  without  extracorporeal  circulation; 

Closed  Palliative  Emergency  Surgery  include 
arteriovenous  shunts  performed  to  improve  venous  blood 
oxygenation  in  cyanotic  patients  acutelly  ill.  These 
patients  became  acidotics  due  to  the  lack  of  oxigenated  red 
bood  cells,  related  to  their  primary  cardiovascular  defects. 

Corrective  Open  Heart  Surgery  in  which  all  major 
anatomical  defects  are  corrected  under  extracorporeal 
circulation. 

Results:  T^j  : 1,567  patients  _ 

n':  total  number  of  patients  who  died;  n : mean  age  of  the 

subgroups 


Type  of 
Surqery 

rT 

% of 
Patients 

Number 
of  Cases 

n ' 

Mortality 

Closed 

Corrective 

5 months 

30% 

470 

2 

0.4  % 

Closed 

Palliative 

9 days 

23% 

417 

16 

4 % 

Corrective 
Open  Heart 

6 years 

47% 

680 

54 

8 % 

Total 

2 days  to 
20  v/o 

o 

o 

1,567 

72 

4.6  % 

The  mortality  incidence  in  childrens  submitted  to 
cardiovascular  surgery  was  associated  to  hemodynamic  andor 
electrophisiologic  disturbances  related  to  the  patients 
primary  heart  disease.  Surgical  results  appear  to  been 
related  to  the  age,  anatomy;  and  phisiology  of  the  disease 
and  general  systemic  condition  prior  tn  surgery. 

CONCLUSION: 

Mortality  risk  was  associated  with  acutely  ill 
conditions  on  newborns  and  infants;  and  surgery  complexity. 
The  closed  corrective  surgery  do  not  represent  significant 
risk  at  youngest  aoe  suhoroups. 


CARDIAC  MISSILES:  A REVIEW  OF  THE 
LITERATURE  AND  PERSONAL  EXPERIENCE 
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Symbas,  P.N.,  Picone  A.L.  and  Vlasis-Hale,  S.E. 

Division  of  Cardiothoracic  Surgery,  Emory 
University  School  of  Medicine,  Atlanta,  GA 

The  management  of  retained  missiles  in  the 
heart  is  still  controversial.  In  an  attempt  to 
define  it  more  clearly  the  reported  cases  in 
the  English  literature  from  1940  to  1988  (group 

I)  and  our  experience  from  1968  to  1988  (group 

II)  were  reviewed.  In  group  I there  were  222 
missiles  retained  in  the  hearts  of  201  patients 
(pts).  The  retained  missiles  were  45  bullets, 
109  shrapenls,  18  pellets  and  50  unidentified 
missiles.  Thirteen  of  the  missiles  were  comple- 
tely embedded  intramyocardially . (IMM) 

169  were  partially  or  completely  free  in  a car- 
diac chamber  and  40  were  intrapericardial  miss- 
iles (IPM).  One  hundred  three  of  the  missiles 
were  removed  and  119  were  left  in  place.  In 
group  II  there  were  24  missiles,  18  bullets,  1 
bullet  fragment  and  5 pellets  retained  in  the 
heart  of  24  pts.  Six  deaths  occurred  in  group  I. 
Of  the  94  pts  who  excision  of  the  missile,  48 
had  no  symtoms.  Of  the  107  pts  in  whom  the 
missile  was  not  removed  65  had  no  symptoms  and 
22  had  symptoms.  All  group  II  pts  did  well  and 
have  been  free  of  synnptoms  related  to  the  miss- 
iles . 

This  experience  suggests  that  the  management 
of  bullets  in  the  heart  should  be  individualiz- 
ed according  to  the  pts  clinical  course,  the 
site,  shape  and  size  of  the  bullet  and  that  in 
selected  pts  bullets  left  in  the  heart  are 
tolerated  well. 


REDO  CORONARY  BYPASS  SURGERY  WITHOUr 
CARDIOPUUiONT^Y  BYPASS 
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Szentpeterv  S. , Derkac  W. , Baker  L. , 

Grinnan  G. , Crisler  C. , Azar  H. 

Surgical  Specialists,  Inc. , Norfolk,  VA,  USA 

The  present  study  is  aimed  to  describe  our 
experience  performing  redo  coronary  bypass 
surgery  without  the  use  of  cardicpulmonary 
bypass  in  selected  patients — an  approach 
previously  not  descaribed.  Fourteen  patients, 
average  age  54  years  with  previous  coronary 
artery  surgery  X1-X3  underwent  repeat  surgery. 
Hi^  grade  proximal  graft  stenosis  or 
occlusion  of  the  anterior  descending  or  ric^t 
coronary  vein  graft  necessitated 
revascularization.  Surgery  was  performed 
without  cardiopulmonary  bypass.  During 
surgery  the  involved  vessel  was  occluded  for 
7-17  minutes  vhile  the  anastcroosis  using 
internal  mammary  artery  (rF=9)  or  saphenous 
vein  (ri=5)  was  cciipleted  with  the  heart 
beating.  Bradycardia  was  induced  with  beta 
blockers.  All  patients  survived  without  major 
conplications  or  any  evidence  for 
intraoperative  iryocardial  damage  demonstrated 
by  enzyme  elevation  or  by  electrocarxiiogram. 

This  study  suggests  that  redo  coronary 
bypass  surgery  can  be  performed  in  very 
selected  cases  without  cardicpulmonary  bypass. 
Shortened  operating  time,  decreased  blood 
loss,  faster  recovery  and  decreased  costs  are 
the  major  benefits  of  this  approach,  balanced 
by  greater  demand  on  surgical  expiertise  of 
op)erating  on  a beating  heart. 


186 


Ú 


< 'll  ii¡;úi  ( 'iinliiiMiM  lililí- 


Hill  -iuH  Mcil  /'  Kirn  - -Ihiil  IWII 


MEDIASTINAL  INFECTIONS  FOLLOWING 
HEART  TRANSPLANTATION 
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GK  Sethi  MD , LJ  Rosado  MD,  JG  Copeland  MD 
Section  of  Cardiovascular  and  Thoracic  Surgery 
University  of  Arizona  College  of  Medicine, 
Tucson,  Arizona 

Retrospective  analysis  of  206  patients  under- 
going 212  heart  transplants  was  performed  to 
evaluate  the  incidence  and  clinical  course  of 
patients  developing  mediastinal  infections. 

Nine  patients  (4.2%)  developed  mediastinitis. 

The  incidence  was  greatest  in  patients  under- 
going retransplantation  or  who  were  on  high 
dose  Cyclosporine  therapy  (33%  and  10% 
respectively  vs  2.4%  in  patients  with  triple 
therapy) . Debridement  and  closed  chest  tube 
irrigation  was  successful  in  6 patients  and 
two  patient  required  a muscle  flap  procedure. 

One  patient  died  2 months  post  operatively  due 
to  sepsis.  Another  died  of  multiple  organ 
failures  6 weeks  post  operatively.  There  was 
no  correlation  between  age,  days  of  hospitali- 
zation prior  to  transplantation,  bleeding  or 
low  cardiac  output  with  occurrence  of  infection. 
We  conclude  that  the  incidence  of  mediastinitis 
in  patients  undergoing  heart  transplantation  is 
similar  to  patients  undergoing  other  heart 
operations  and  responds  to  conventional 
surgical  therapy. 
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IMPACT  OF  AN  INTENSIVIST  ON  PATIENT  

CARE. 

Lango , T. , Cropp , A. , Woods,  L.  Saint  Elizabeth 
Hospital  Medical  Center,  Youngstown,  Ohio 

In  order  to  evaluate  the  impact  of  intensiv- 
ists  on  patient  care  in  a community  hospital,  we 
retrospectively  reviewed  the  number  of  admis- 
sions (NA)  , the  average  length  of  stay  in  days 
(LOS) , and  mortality  (M)  on  a monthly  basis  for 
patients  admitted  to  the  MICU.  We  examined  time 
periods  1 year  before  and  1 year  after  the  addi- 
tion of  an  intensivist  to  our  medical  staff  and 
establishment  of  formal  patient  management 
rounds  with  residents  in  the  MICU. 

We  found  a significant  increase  in  the  NA 
(49.0  ± 0.26  before  vs.  75.0  ± 11.68  after)  to 
MICU.  LOS  decreased  significantly  (6.22  ± 0.26 
before  vs.  4.23  ± 1.17  days  after)  when  comparing 
these  time  periods.  Although  the  total  number 
of  patients  admitted  during  the  latter  time 
frame  was  significantly  increased,  the  overall 
mortality  rate  was  unchanged  (14.3%  before  vs. 
13.3%  after). 

We  conclude  from  this  data  that  the  addition 
of  an  intensivist  positively  impacts  on  total 
patient  care  by  decreasing  the  LOS  without  in- 
creasing mortality.  With  the  chronic  MICU  bed 
shortage,  decreased  LOS  permits  more  pts.  to 
benefit  from  those  specialized  services  provided 
only  in  an  MICU  setting.  Obviously,  the  addi- 
tion of  an  intensivist  to  the  teaching  staff 
also  enhances  resident  education. 


SPONTANEOUS  EXTUBATION,  COMPLICATIONS  io8 

AND  FACTORS  PREDICTING  SUCCESSFUL  

OUTCOME 

Caro , M.  , Lango , T.  , Cropp , A.  , Woods,  L. 
Internal  Medicine  Department,  St.  Elizabeth 
Hospital  Medical  Center,  Youngstown,  Ohio. 

In  order  to  establish  predictive  factors  for 
successful  spontaneous  extubation  (SE) , we  pro- 
spectively studied  all  unplanned  extubations  in 
our  monitored  units  over  a 3 month  period. 
Variables  reviewed  included  quantity  of  se- 
cretions, mental  status,  ventilator  settings, 
ABG's,  and  location  of  endotracheal  tube  (ETT) . 

Of  183  Intubated  patients  (pts.),  43  (24%)  SE 
occurred.  Thirteen  pts.  remained  extubated 
longer  than  24  hrs.  Factors  predicting  success- 
ful SE  included  appropriate  level  of  conscious- 
ness (12pts.)  and  small  to  moderate  amounts  of 
respiratory  secretions  (8pts.).  No  pt.  requir- 
ing an  FIO2  greater  than  50%  prior  to  SE  re- 
mained extubated.  Only  one  pt.  requiring  more 
than  IMV  of  6 at  time  of  SE  was  able  to  remain 
extubated.  Incorrect  ETT  placement  was  common 
(30pts.),  but  did  not  differentiate  groups.  Of 
the  pts.  requiring  reintubation,  there  were  8 
serious  complications  including  serious  cardiac 
dysrhythmias  and  1 death. 

We  conclude  that  pts.  who  are  oriented,  re- 
quire minimal  ventilatory  support  and  with 
small  to  moderate  amounts  of  respiratory  secre- 
tions should  be  considered  for  elective  extuba- 
tion sooner.  Because  SE  may  be  associated  with 
serious  complications,  efforts  should  be  made 
to  prevent  its  occurrence. 


HIGH  VOLUME  REVERSE  I:E  VENTILATION  L^___ 

FOR  MASSIVE  CHEST  TRAUMA 

Halloran,  W.H.,  Hessney,  J.I.,  Lund,  N.  and 
Papadakos,  P.J..  Departments  of  Surgery  and 
Anesthesiology,  University  of  Rochester  Medical 
Center,  Rochester,  NY  14642. 

ARDS  secondary  to  pulmonary  contusion  is  a 
common  trauma  unit  problem.  These  patients  are 
prone  to  respiratory  failure  and  pose  difficult 
problems  in  ventilatory  support.  We  treated  pa- 
tients who  had  been  in  high  speed  motor  vehicle 
accidents  with  reverse  I:E  high  volume  ventila- 
tion when  traditional  modes  of  ventilation  had 
failed . 

Patients  received  high  ventilatory  volumes, 
20cc  per  kilogram  lean  body  weight,  and  15  cm 
of  PEEP  at  a ratio  of  4:1.  Parameters  followed 
were:  gas  exchange,  V/Q  ratio,  mixed  venous  oxy- 
genation and  cardiac  output.  The  patients  were 
sedated  and  paralyzed  during  the  procedure. 

With  traditional  ventilation  oxyhemoglobin 
saturation  was  60%  and  increased,  on  average, 
to  close  to  100%  with  reverse  I:E  ventilation. 

Improvement  was  noted  in  80%  of  the  patients, 
with  greatly  improved  gas  exchange  and  decreased 
barotrauma.  Patients  also  showed  improved  hemo- 
dynamics and  chest  wall  compliance.  High  volume 
reverse  I:E  ventilation,  thus,  seems  to  be  a 
useful  modality  of  ventilation  when  conventional 
modes  have  failed.  However,  further  studies  are 
necessary  in,  e.g.,  chest  trauma  patients. 


ACQUIRED  IMMUNE  DEFICIENCY:  

INTENSIVE  CARE  UNIT  MORTALITY 

Pesóla.  GR . Akhavan , I . , Dept,  of  Medicine,  St. 
Clare's  Hospital,  4l5  W.  51  St.,  New  York,  N.Y. 

St.  Clare's  Hospital  is  a facility- 
designated  for  the  care  of  patients  with 
acauired  immune  deficiency  (AIDs).  As  a result, 
a large  number  of  AIDs  patients  are  admitted  to 
the  intensive  care  unit  (ICU)  in  an  attempt  to 
reverse  the  underlving  process  requiring  ICU 
intervention . 

To  evaluate  the  success  of  this  nrocess  a 
12  month  survey  was  carried  out  to  determine 
the  survival  rate  of  AIDs  patients  admitted 
(Adm) . 


Adm 

Mortality 

ICU 

nonAIDS 

758 

89  (10.2^) 

AIDS 

99 

ho  {ho.k%) 

Total 

857 

129  (15.1'^) 

Thirty  six  of  the  forty  A.IDs  patients  died 
of  respiratory  failure.  The  other  U died  of 
cryptococcal  meningitis  with  sepsis,  cardiac 
tamponade,  toxoplamosis  with  seizures,  and 
renal  failure  with  electrolyte  imbalance. 

We  conclude  that  designated  subspecialtv 
hospitals  with  AIDs  patients  should  accept  a 
higher  ICU  mortality  than  a general  hospital 
with  few  AIDs  natients. 
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toeatment  preferences  for  patients  

WITH  respiratory  FAILURE  SECONDARY 

TO  ACTIVE  tuberculosis  IN  THE  MEDICAL  INTENSIVE 

CARE  UNIT.  Ftelds  CL,  Roy  IM,  Ossorio  MA, 

Mercer  PJ,  Anderson  WH.  University  of  Louis- 
ville School  of  Medicine,  Louisville,  KY,  USA. 

A survey  of  150  practicing  pulmonary  physicians 
was  conducted  to  determine  chanotherapy  prefer- 
ences for  the  treatment  of  the  patient  with 
respiratory  insufficiency  secondary  to  active 
TB.  An  equal  sample  was  selected  from  both  the 
private  sector  and  academic  medicine  in  order 
to  determine  if  antituberculous  agent  selection 
differed  between  these  2 groups.  64.2%  of  the 
109  physicians  who  responded  to  the  question- 
naire indicated  that  they  would  use  isoniazid, 
rifanpin  and  a third  agent.  There  was  no  stat- 
istical difference  in  the  choice  of  ethambutal 
pyraz inamide  or  streptanycin  as  the  third  drug. 
There  was  no  difference  between  university 
and  comunity  based  physicians  in  the  use  of  3 
drug  combinations  or  in  the  selection  of  the 
specific  third  agent.  Prospective  studies  are 
indicated  to  justify  the  perceived  superiority 
of  alternate  three  drug  regimens  over  current 
ATS  recommended  two  drug  therapy  with  isoniazid 
and  rifampin,  or  3 drug  therapy  with  the  addit- 
ion of  pyraz inamide. 


Ill 

PULMONARY  EMBOLISM  IN  POSTOPERATIVE  

CORONARY  BYPASS  PATIENTS 

Ayala,  E. , Wilcox,  K. , Devinenl,  R. , and 
Roberts,  A.  The  Heart  Institute,  Wilkes-Barre 
General  Hospital,  Wilkes-Barre,  PA 

Pulmonary  Embolism  (PE)  in  postoperative 
cardiac  surgical  patient  is  considered  to 
be  an  unusual  event.  In  our  series  of  289 
consecutive,  isolated  CABG  patients  over  a 
one  year  period  in  1988,  there  were  ten 
PE  (3.5%  incidence).  One  half  of  all  CABG 
deaths  (2%)  were  attributed  to  PE.  The 
morbidity  among  the  four  survivors  was 
increased,  and  hospitalization  was  prolonged. 
The  diagnosis  was  made  as  early  as  three 
days  and  as  late  as  18  days  postoperatively . 
Common  predisposing  factors  were:  prolonged 
immobility,  old  age,  recent  myocardial 
infarction,  intraaortic  balloon  pumping 
and  postoperative  respiratory  insufficiency. 

In  conclusion,  the  incidence  and  impact 
of  PE  in  CABG  surgery  may  be  underestimated. 


112 

SEVERE  PULMONARY  HYPERTENSION  DUE  TO  

RECURRENT  PULMONARY  EMBOLISM  IN  A 

PATIENT  WITH  LEFT  MAIN  CORONARY 

ARTERY  DISEASE:  SUCCESSFUL  STAGED  THERAPY 

Shah  , M.  , Soto  , E . , Ozolins , A. , Lee , H . , and 
Patel,  J. 

Recurrent  PE  can  result  in  significant 
morbidity  and  mortality.  PHT  is  one  of  the 
sequele  of  recurrent  PE.  It  requires  a high 
degree  of  suspicion  for  the  diagnosis  of  PE. 
Successful  treatment  of  proximal  pulmonary 
arterial  embolism  with  either  pharmacological 
or  surgical  therapy  has  resulted  in  significant 
decrease  in  PHT. 

We  are  reporting  a patient  with  severe  PHT, 
(S/D/M  = 105/30/55),  from  recurrent  PE  of  at 
least  one  month  duration  who  also  had  signifi- 
cant left  main  CAD.  He  was  successfully  treated 
with  thrombolytic  therapy  resulting  in  remark- 
able reversal  of  PHT,  (S/D/M  = 38/23/28).  There 
was  improvement  noted  on  ventilation-perfusion 
lung  scan.  A follow-up  study  in  six  weeks  after 
thrombolytic  therapy  showed  further  improvement 
of  lung  perfusion  scan  and  a sustained  decrease 
in  PHT,  at  which  time  the  patient  underwent 
coronary  artery  bypass  grafting  for  his  left 
main  coronary  artery  stenosis. 


DEEP  VEIN  THROMBOSIS  AND  PULMONARY 
EMBOLISM  IN  CANCER  PATIENTS:  IS  VENA  | 

CAVAL  FILTER  INDICATED? 

Kerr  P,  Burt  M.  Department  of  Surgery,  Memorial 
Sloan-Kettering  Cancer  Center,  New  York,  NY  USA. 

Placement  of  inferior  vena  caval(IVC)  filters 
in  patients  with  malignancy  and  pulmonary  embol- 
ism and/or  deep  vein  thrombosis  (PE/DVT)  who 
cannot  be  anticoagulated  is  controversial. 

Methods : Medical  records  of  60  patients  with  doc- 
umented PE/DVT  (venogram  and/or  VQ  scan)  with  a 
contraindication  to  anticoagulation  were  review- 
ed. IVC  filters  (Greenfield)  were  surgically 
placed  by  either  the  jugular  or  femoral  venous 
routes.  Survival  was  calculated  by  Kaplan-Meier 
method  and  comparisons  by  log  rank  analysis. 
Results : There  were  32  men  and  28  women,  mean 
age  57  yr.  Primary  malignancies  were  brain  in  5 
(8%),  solid  tumor  in  49  (82%),  and  hematologic 
in  6 (10%).  Eighteen  (30%)  of  patients  had  met- 
astases.  Of  the  60  patients  with  DVT,  36  (60%) 
had  PE.  Complications  of  placement  included 
wound  hematoma  in  3 (5%)  , and  wound  infection  in 
1 (2%).  Six  (10%)  patients  (none  with  metastases) 
died  in  hospital,  none  related  to  IVC  filter 
placement.  The  overall  1 yr  survival  was  71%. 
There  was  no  significant  difference  in  survival 
related  to  age,  sex,  PE,  chemotherapy,  or 
primary  site  of  malignancy.  The  1 yr  survival  of 
patients  with  metastases  (50%)  was  significantly 
different  than  those  without  (78%)  (p=0.03). 
Conclusion:  Patients  with  malignancy  and  DVT/PE 
who  cannot  be  anticoagulated  should  not  be  ex- 
cluded from  IVC  filter  placement  since  90%  of 
patient  leave  the  hospital  and  the  overall  sur- 
vival at  1 yr  is  71%. 
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VASOTEC 


ENALAPRIL  MALEATE  I MSD) 


VASOTEC  is  available  in  2.5-mg,  5-mg,  10-mg,  and  20-mg  tablet  strengths. 


Contraindications:  VASOTEC®  (Enalapril  Maleate,  MSD)  is  conlraindicaled  in  patients  who  are  hypersensitive  to 
this  product  and  in  patients  with  a history  ol  angioedema  related  to  previous  treatment  with  an  ACE  inhibitor 
Warnings:  Angioedema  Angioedema  ol  the  tace,  extremities,  lips,  longue,  glottis,  and/or  larynx  has  been  reported  in 
patients  Treated  with  ACE  Inhibitors,  including  VASOTEC  In  such  cases,  VASOTEC  should  be  promptly  discontinued 
and  the  patient  carelully  observed  until  the  swelling  disappears  In  instances  where  swelling  has  been  confined  to  the 
lace  and  lips,  the  conriltion  has  generally  resolved  without  treatment,  although  antihistamines  have  been  uselul  in 
relieving  symptoms  Angioedema  associated  with  laryngeal  edema  may  be  laTal  Where  there  is  involvement  of 
the  tongue,  glottis,  ortarynx  iikely  to  cause  airway  ohstruction,  appropriate  therapy,  e.g.,  subcutaneous 
epinephrine  solution  1:1000  (0.3  ml  to  0.5  mLL  should  be  promptly  administered.  (See  ADVERSE 
REACTIONS ) 

Hypotension  Excessive  hypotension  is  rare  in  uncomplicated  hypertensive  patients  treated  with  VASOTEC  alone 
Patients  with  heart  failure  given  VASOTEC  commonly  have  some  reduction  in  blood  pressure,  especially  with  the  first 
dose,  but  discontinuation  ol  therapy  tor  continuing  symptomatic  hypotension  usually  is  not  necessary  when  dosing 
instructions  are  lollowed.  caution  should  be  observed  when  initiating  therapy  (See  DOSAGE  AND  ADMINISTRA- 
TION ) Patients  at  risk  tor  excessive  hypotension,  sometimes  associated  with  oliguria  and/or  progressive  azotemia 
and  rarely  with  acute  renal  failure  and/or  death,  include  those  with  the  lollowing  conditions  or  characteristics  heart 
lailure.  hyponatremia,  high-dose  diuretic  therapy,  recent  intensive  diuresis  or  increase  in  diuretic  dose,  renal  dialysis, 
or  severe  volume  and/or  salt  depletion  ol  any  etiology  It  may  be  advisable  to  eliminate  the  diuretic  (except  in  patients 
with  heart  lailure).  reduce  the  diuretic  dose,  or  increase  salt  intake  cautiously  before  initiating  therapy  with  VASOTEC 
in  patients  at  risk  lor  excessive  hypotension  who  are  able  to  tolerate  such  adjustments  (See  PRECAUTIONS,  Drug 
Interactions  and  ADVERSE  REACTIONS ) In  patients  at  risk  for  excessive  hypotension,  therapy  should  be  started  under 
very  close  medical  supervision  and  such  patients  should  be  lollowed  closely  lor  the  lirsi  two  weeks  of  treatment  and 
whenever  the  dose  ol  enalapril  and/or  diuretic  is  increased  Similar  considerations  may  apply  to  patients  with  isch- 
emic heart  disease  or  cardiovascular  disease  in  whom  an  excessive  tall  in  blood  pressure  could  result  in  a myocardial 
infarction  or  cerebrovascular  accident  If  excessive  hypotension  occurs,  the  patient  should  be  placed  in  the  supine 
position  and.  if  necessary,  receive  an  intravenous  infusion  of  normal  saline  A transient  hypotensive  response  is  not  a 
contraindication  to  further  doses  of  VASOTEC,  which  usually  can  be  given  without  difficulty  once  the  blood  pressure 
has  stabilized  It  symptomatic  hypotension  develops,  a dose  reduction  or  discontinuation  of  VASOTEC  or  concomitant 
diuretic  may  be  necessary 

Neutropenia! Agranulocytosis  Another  ACE  inhibitor,  caplopril.  has  been  shown  to  cause  agranulocytosis  and  bone 
marrow  depression,  rarely  in  uncomplicated  patients  bul  more  frequently  in  patients  with  renal  impairment,  especially 
if  they  also  have  a collagen  vascular  disease  Available  data  from  clinical  trials  of  enalapril  are  insufficient  to  show  that 
enalapril  does  not  cause  agranulocytosis  at  similar  rates  Foreign  marketing  experience  has  revealed  several  cases  ol 
neutropenia  or  agranulocytosis  in  which  a causal  relationship  to  enalapril  cannot  be  excluded  Periodic  monitoring  of 
while  blood  cell  counts  in  patients  with  collagen  vascular  disease  and  renal  disease  should  be  considered 
Precautions:  General:  Impaired  Renal  Function  As  a consequence  ol  inhibiting  the  renin-angiolensin-aldoslerone 
system,  changes  in  renal  function  may  be  anticipated  in  susceptible  individuals  In  patients  with  severe  heart  failure 
whose  renal  function  may  depend  on  the  activity  of  the  renin-angiolensin-aldosterone  system,  treatment  with  ACE 
inhibitors,  including  VASOTEC,  may  be  associated  with  oliguria  and/or  progressive  azotemia  and  rarely  with  acute 
renal  failure  and/or  death 

In  clinical  studies  in  hypertensive  patients  with  unilateral  or  bilateral  renal  artery  stenosis,  increases  in  blood  urea 
nitrogen  and  serum  creatinine  were  observed  in  20%  ot  patients  These  increases  were  almost  always  reversible  upon 
discontinuation  ol  enalapril  and/or  diuretic  therapy  In  such  patients,  renal  function  should  be  monitored  during  the 
first  few  weeks  of  therapy 

Some  patients  with  hypertension  or  heart  lailure  with  no  apparent  preexisting  renal  vascular  disease  have  developed 
increases  in  blood  urea  and  serum  creatinine,  usually  minor  and  transient,  especially  when  VASOTEC  has  been  given 
concomitantly  with  a diuretic  This  is  mote  likely  to  occur  in  patients  with  preexisting  renal  impairment  Dosage 
reduction  anrf/or  discontinuation  ot  the  diuretic  and/or  VASOTEC  may  be  required 

Evaluation  of  patients  with  hypertension  or  heart  failure  should  always  include  assessment  ol  renal 
(unction.  (See  DOSAGE  AND  ADMINISTRATION ) 

Hyperkalemia  Elevated  serum  potassium  (>5  7 mEq/L)  was  observed  in  approximately  1%  of  hypertensive  patients 
in  clinical  trials.  In  most  cases  these  were  isolated  values  which  resolved  tiespile  continued  therapy  Hyperkalemia 
was  a cause  ol  discontinuation  of  therapy  in  0.28%  of  hypertensive  patients  In  clinical  trials  in  heart  failure,  hyper- 
kalemia was  observed  in  3 8%  ot  patients,  but  was  not  a cause  for  discontinuation 
Risk  factors  lor  the  development  of  hyperkalemia  include  renal  insufficiency,  diabetes  mellitus,  and  the  concomitant 
use  of  potassium-sparing  diuretics,  potassium  supplements,  and/or  potassium-containing  salt  substitutes,  which 
should  be  used  cautiously,  if  at  all.  with  VASOTEC  (See  Drug  Interactions ) 

SurgerylAnesIhesia.  In  patients  undergoing  major  surgery  or  during  anesthesia  with  agents  that  produce  hypotension, 
enalapril  may  block  angiotensin  It  formation  secondary  to  compensatory  renin  release  If  hypotension  occurs  and  is 
considered  to  be  due  to  this  mechanism,  it  can  be  corrected  by  volume  expansion 
Inlormalion  lor  Palienis 

Angioedema  Angioedema.  including  laryngeal  edema,  may  occur  especially  following  the  first  dose  ol  enalapril 
Patients  should  be  so  advised  and  told  to  report  immediately  any  signs  or  symptoms  suggesting  angioedema  (swell- 
ing of  face,  extremities,  eyes,  lips,  longue,  difficulty  in  swallowing  or  breathing)  and  to  take  no  more  drug  until  they 
have  consulted  with  the  prescribing  physician 

Hypotension  Patients  should  be  cautioned  to  report  lighiheadedness,  especially  during  the  first  few  days  of  therapy  It 
actual  syncope  occurs,  the  patients  should  be  told  to  ciscontinue  the  drug  until  they  have  consulted  with  the  prescrib- 
ing physician 

All  patients  should  be  cautioned  that  excessive  perspiration  and  dehydration  may  lead  to  an  excessive  fall  in  blood 
pressure  because  of  reduction  in  fluid  volume  Other  causes  ot  volume  depletion  such  as  vomiting  or  diarrhea  may 
also  lead  to  a tall  in  blood  pressure,  patients  should  be  advised  to  consult  with  the  physician 
Hvperkalemia  Patients  should  be  told  not  to  use  salt  substitutes  containing  potassium  without  consulting  their 
physician 

Neutropenia  Patients  should  be  told  to  report  promptly  any  indication  ol  infection  (e  g . sore  throat,  lever)  which  may 
be  a sign  ol  neutropenia 

NOTE  As  with  many  other  drugs,  certain  advice  to  patients  being  treated  with  enalapril  is  warranted  This  information 
is  intended  to  aid  in  the  safe  and  effective  use  of  this  medication  It  is  not  a disclosure  ol  all  possible  adverse  or 
intended  effects 
Drug  Interactions 

Hypotension  Patients  on  Diuretic  Therapy  Patients  on  diuretics  and  especially  those  in  whom  diuretic  therapy  was 
recently  instituted  may  occasionally  experience  an  excessive  reduction  ol  blood  pressure  after  initiation  of  therapy 
with  enalapril  The  possibility  of  hypotensive  effects  with  enalapril  can  be  minimized  by  either  discontinuing  the 
diuretic  or  increasing  the  salt  intake  prior  to  initiation  ol  Irealment  with  enalapril  If  it  is  necessary  to  continue  the 
diuretic,  provide  close  medical  supervision  after  the  initial  dose  tor  at  least  two  hours  and  until  blood  pressure  has 
stabilizerflor  at  least  an  additional  hour  (See  WARNINGS  and  DOSAGE  AND  ADMINISTRATION ) 

Agents  Causing  Renin  Release  The  anlihypertensive  effect  of  VASOTEC  is  augmented  by  anlihypertensive  agents  that 
cause  renin  release  (e  g , diuretics) 

Other  Cardiovascular  Agents  VASOTEC  has  been  used  concomitantly  with  beta-adrenergic-blocking  agents,  methyl- 
dopa,  nitrates,  calcium-blocking  agents,  hydralazine  prazosin,  and  digoxin  without  evidence  of  clinically  significant 
adverse  interactions 

Agents  Increasing  Serum  Potassium  VASOTEC  attenuates  potassium  loss  caused  by  thiazide-type  diuretics 
Potassium-sparing  diuretics  (e  g . spironolactone,  triamterene,  or  amiloride).  potassium  supplements,  or 
potassium-containing  salt  substitutes  may  lead  to  significant  increases  in  serum  potassium  Therefore,  if  concomi- 
tant use  ol  these  agents  is  indicated  because  ol  demonstrated  hypokalemia,  they  should  be  used  with  caution  and 
with  frequent  moniforing  of  serum  potassium  Potassium-sparing  agents  should  generally  not  be  used  in  palienis 
with  heart  failure  receiving  VASOTEC 

bihium  Lithium  toxicity  has  been  reported  in  patients  receiving  tilhium  concomitantly  with  drugs  which  cause  elim- 
ination ol  sodium  jncluding  ACE  inhibitors  A lew  cases  of  lithium  toxicity  have  been  reported  in  patients  receiving 
concomitant  VASCfTEC  andlilhium  and  were  reversible  upon  discontinuation  ol  both  drugs  It  is  recommended  that 
serum  lithium  levels  be  monitored  frequently  if  enalapril  is  administered  concomitantly  with  lithium 
Pregnancy- Category  C.  There  was  no  letotoxicily  or  teratogenicity  in  rats  treated  with  up  to  200  mg/kg/day  ol  enalapril 
¡333  limes  the  maximum  human  dose),  Feloloxicily.  expressed  as  a decrease  in  average  fetal  weight,  occurred 
ih  rats  given  1200  mg/kg/day  ol  enalapril  but  did  not  occur  when  these  animals  were  supplemented  with  saline 
Enalapril  was  not  leralogenic  in  rabbils  However,  malernal  and  fetal  toxicity  occurred  in  some  rabbits  at  doses  of 
1 moAg/day  or  more  Saline  supplementation  prevented  the  maternal  and  fetal  toxicity  seen  at  doses  ol  3 and  10  m^ 
kg/day.  but  not  at  30  mg/kg/day  (50  limes  the  maximum  human  dose). 

Radioactivity  was  found  to  cross  the  placenta  lollowing  administration  of  labeled  enalapril  to  pregnant  hamsters 
There  are  no  adequate  and  well-controlled  studies  ol  enalapril  in  pregnant  women  However,  data  are  available  that 


show  enalapril  crosses  the  human  placenta  Because  the  risk  ol  fetal  toxicity  with  the  use  of  ACE  inhibitors  has  not 
been  clearly  detined,  VASOTEC®  (Enalapril  Maleate,  MSD)  should  be  used  during  pregnancy  only  if  the  potential  ben- 
efit justifies  the  potential  risk  to  the  fetus 

Postmarketing  experience  with  all  ACE  inhibitors  thus  far  suggests  the  lollowing  with  regard  to  pregnancy  outcome 
Inadvertent  exposure  limited  to  the  lust  trimester  ol  pregnancy  has  not  been  reported  to  affect  lelaf  outcome  adversely 
Fetal  exposure  during  the  second  and  thud  trimesters  of  pregnancy  has  been  associated  with  fetal  and  neonatal  mor- 
bidity and  mortality 

When  ACE  inhibitors  are  used  during  the  later  stages  ol  pregnancy,  there  have  been  reports  of  hypotension  and 
decreased  renal  perfusion  in  the  newborn  Oligohydramnios  in  the  mother  has  also  been  reported,  presumably  repre- 
senting decreased  renal  lunclion  in  the  fetus  Infants  exposed  in  ulero  to  ACE  inhibitors  should  be  closely  observed 
tor  hypotension,  oliguria,  and  hyperkalemia  If  oliguria  occurs,  attention  should  be  directed  toward  support  ol  blood 
pressure  and  renal  perfusion  with  the  administration  ol  fluids  and  pressors  as  appropriate  Problems  associated  with 
prematurity  such  as  patent  ductus  arteriosus  have  occurred  in  association  with  maternal  use  of  ACE  inhibitors,  but  it 
IS  not  clear  whether  Ihey  are  related  to  ACE  inhibition  maternal  hypertension,  or  Ihc  underlying  prematurity 
Nursing  Mothers  Milk  in  laclating  rats  contains  radioactivity  following  administration  of  '‘C  enalapril  maleate  It  is  not 
known  whether  this  drug  is  secreted  m human  milk  Because  many  drugs  are  secreted  in  human  milk,  caution  should 
be  exercised  when  VASOTEC  is  given  to  a nursing  mother 
Pediatric  Use  Safely  and  effectiveness  in  children  have  not  been  established 

Adverse  Reactions:  VASOTEC  has  been  evaluated  lor  safely  in  more  than  10  000  patients,  including  over  1000 
patients  treated  for  one  year  or  more  VASOTEC  has  been  found  to  be  generally  well  tolerated  in  controlled  clinical 
trials  involving  2987  patients 

HYPERTENSION  The  most  frequent  clinical  adverse  experiences  in  controlled  Inals  were  headache  (5  2%).  dizziness 
(4  3%).  and  laligue  (3%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ol  patients  treated  with  VASOTEC  in  controlled  clinical  trials 
were  diarrhea  (1 4%)  nausea  (1 4%),  rash  (1 4%),  cough  (1  3%)  odhoslatic  effects  (1 2%),  and  asthenia  (1 1%) 
HEART  FAILURE  The  most  frequent  clinical  adverse  experiences  in  both  controlled  and  uncontrolled  trials  were  dizzi- 
ness (7  9%).  hypotension  (67%),  orthostatic  effects  (2  2%).  syncope  (2  2%),  cough  (2  2%),  chest  pain  (21%)  and 
diarrhea  (21%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ol  patients  treated  with  VASOTEC  in  both  cohtrolled  and 
uncontrolled  clinical  Inals  were  fatigue  (18%).  headache  (1 8%)  abdominal  pain  (1 6%)  asthenia  (1 6%)  orthosta- 
tic hypotension  (1  6%).  vertigo  ¡1  6%),  angina  pectoris  (1  5%).  nausea  (1  3%),  vomiting  (1  3%).  bronchitis  (1  3%) 
dyspnea  (1 3%),  urinary  Iracf  infection  (1  3"o),  rash  (1  3%).  and  myocardial  infarction  (f  2%) 

Other  serious  clinical  adverse  expenehces  occurring  since  the  drug  was  marketed  or  adverse  experiences  occurring 
in  0 5%  to  1%  of  patients  with  hypertension  or  heart  failure  in  clinical  Inals  in  order  of  decreasing  severity  within  each 
category 

Cardiovascular  Cardiac  arrest,  myocardial  infarction  or  cerebrovascular  accident,  possibly  secondary  to  excessive 
hypotension  in  high-risk  patients  (see  WARNINGS.  Hypotension},  cardiac  arrest,  pulmonary  embolism  and  infarction, 
rhythm  disturbances,  atrial  fibrillation,  palpitation 

Digestive  Ileus,  pancreatitis,  hepatitis  or  cholestatic  jaundice,  melena,  anorexia,  dyspepsia,  constipation,  glossitis, 
stomatitis 

Musculoskeletal  Muscle  cramps 

NervousIPsychiatric  Depression,  confusion,  ataxia,  somnolence,  insomnia,  nervousness,  paresthesia 
Urogenital  Renal  failure,  oliguria,  renal  dysfunction  (see  PRECAUTIONS  and  DOSAGE  AND  ADMINISTRATION) 
Respiratory  Bronchospasm,  rhinorrhea.  sore  throat  and  hoarseness,  asthma,  upper  respiratory  infection 
Skin  Herpes  zoster,  urticaria,  pruritus,  alopecia,  flushing,  hyperhidrosis 
Special  Senses  Blurred  vision,  taste  alteration,  tinnitus. 

A symptom  complex  has  been  reported  which  may  include  a positive  ANA,  an  elevated  erythrocyte  sedimentation  rale, 
arlhralgias/arthrilis.  myalgias,  lever,  serositis,  vasculitis,  leukocytosis,  eosinophilia.  photosensitivity  rash  and  other 
dermatologic  manifestations 

Angioedema  Angioedema  has  been  reported  in  patients  receiving  VASOTEC  (0  2%)  Angioedema  associated  with 
laryngeal  edema  may  be  lalal  If  angioedema  ot  the  lace,  extremities,  lips,  longue,  glottis,  and/or  larynx  occurs,  treat- 
ment with  VASOTEC  should  be  discontinued  and  appropriate  therapy  instituted  immediately  (See  WARNINGS ) 
Hypotension  In  the  hypertensive  patients,  hypotension  occurred  in  0 9%  and  syncope  occurred  in  0 5%  of  patients 
following  the  initial  dose  or  during  extended  therapy  Hypotension  or  syncope  was  a cause  lor  discontinuation  ot  ther- 
apy in  01%  of  hyperlensive  patients  In  heart  failure  patients,  hypotension  occurred  in  6.7°ii  and  syncope  occurred  in 
2 2%  of  patients  Hypotension  or  syncope  was  a cause  tor  discontinuation  ot  therapy  in  1 9%  ol  patients  with  heart 
lailure  (See  WARNINGS ) 

Clinical  Laboratory  Test  Findings 

Serum  Electrolytes  Hyperkalemia  (see  PRECAUTIONS),  hyponatremia 

Creatinine.  Blood  Urea  Nitrogen  In  controlled  clinical  Inals,  minor  increases  in  blood  urea  nitrogen  and  serum  cre- 
atinine. reversible  upon  discontinuation  of  therapy,  were  observed  in  about  0 2%  ol  patients  with  essential  hyperten- 
sion treated  with  VASOTEC  alone  Increases  are  more  likely  to  occur  in  patients  receiving  concomitant  diuretics  or  in 
patients  with  renal  artery  stenosis  (See  PRECAUTIONS  ) In  patients  with  heart  failure  who  were  also  receiving 
diuretics  with  or  without  digitalis,  increases  in  blood  urea  nitrogen  or  serum  creatinine,  usually  reversible  upon  dis- 
continuation of  VASOTEC  and/or  other  concomitant  diuretic  therapy,  were  observed  in  about  11%  of  patients 
Increases  in  blood  urea  nitrogen  or  creatinine  were  a cause  for  discontinuation  in  1 2%  ol  patients 
Hemoglobin  and  Hematocrit  Small  decreases  in  hemoglobin  and  hematocrit  (mean  decreases  ol  approximately 
0 3 g%  and  10  vol  %.  respectively)  occur  frequently  in  either  hypertension  ot  heart  tailure  patients  treated  with 
VASOTEC  but  are  rarely  ol  clinical  importance  unless  another  cause  ol  anemia  coexists  In  clinical  trials,  less  than 
01%  ol  patients  discontinued  therapy  due  to  anemia 

Other  (Causal  Relationship  Unknown)  In  marketing  experience,  rare  cases  of  neutropenia  thrombocytopenia,  and 
bone  marrow  depression  have  been  reported  A few  cases  ol  hemolysis  have  been  reported  in  patients  with  (j6PD 
deficiency 

Liver  Function  Tests  Elevations  of  liver  enzymes  and/or  serum  bilirubin  have  occurred 
Dosage  and  Administration:  Hypertension  In  patients  who  are  currently  being  treated  with  a diuretic,  symptomatic 
hypotension  occasionally  may  occur  following  the  initial  dose  ol  VASOTEC  The  diuretic  should,  if  possible,  be  dis- 
continued lot  two  to  three  days  before  beginning  therapy  with  VASOTEC  to  reduce  the  likelihood  of  hypotension  (See 
WARNINGS ) If  the  patient's  blood  pressure  is  not  controlled  with  VASOTEC  alone,  diuretic  therapy  may  be  resumed 
If  the  diuretic  cannot  be  discontinued,  an  initial  dose  of  2 5 mg  should  be  used  under  medical  supervision  lor  at  least 
two  hours  ahd  until  blood  pressure  has  stabilized  for  at  least  ah  additional  hour  (See  WARNINGS  and  PRECAU- 
TIONS, Drug  Interactions ) 

The  recommended  initial  dose  in  patients  not  on  diuretics  is  5 mg  once  a day  Dosage  should  be  adjusted  according 
to  blood  pressure  response  The  usual  dosage  range  is  10  to  40  mg  per  day  administered  in  a single  dose  or  in  two 
divided  doses  In  some  patients  treated  once  daily,  the  anlihypertensive  effect  may  dimmish  toward  the  end  ol  the 
dosing  interval  In  such  patients,  an  increase  in  dosage  or  twice-daily  administration  should  be  considered  If  blood 
pressure  is  not  controlled  with  VASOTEC  alone,  a diuretic  may  be  added 

Concomitant  administration  ol  VASOTEC  with  potassium  supplements,  potassium  salt  substitutes,  or  potassium- 
sparing  diuretics  may  lead  to  increases  ol  serum  potassium  (see  PRECAUTIONS) 

Dosage  Adjustment  in  Hypertensive  Patients  with  Renal  Impairment  The  usual  dose  ol  enalapril  is  recommended  for 
patients  with  a creatinine  clearance  > 30  mL/min  (serum  creatinine  ol  up  to  approximately  3 mg/dL)  For  patients 
with  creatinine  clearance  s 30  mL/min  (serum  creatinine  & 3 mg/dL),  the  first  dose  is  2 5 mg  once  daily  The  dosage 
may  be  titrated  upward  until  blood  pressure  is  controlled  or  to  a maximum  ol  40  mg  daily 
Heart  Failure  VASOTEC  is  indicated  as  adiunclive  therapy  with  diuretics  and  digitalis  The  recommended  starting 
dose  is  2 5 mg  once  or  twice  daily  Alter  the  initial  dose  of  VASOTEC,  the  patient  should  be  observed  under  medical 
supervision  lor  at  least  two  hours  and  until  blood  pressure  has  stabilized  for  at  least  an  additional  hour  (See  WARN- 
INGS and  PRECAUTIONS,  Drug  Interactions ) If  possible,  the  dose  of  the  diuretic  should  be  reduced,  which  may 
diminish  the  likelihood  of  hypotension  The  appearance  ot  hypotension  alter  the  initial  dose  ol  VASOTEC  does  not 
preclude  subsequent  careful  dose  titration  wifh  the  drug,  lollowing  effective  management  of  the  hypotension  The 
usual  therapeutic  dosing  range  lor  the  treatment  ot  heart  failure  is  5 to  20  mg  daily  given  in  two  divided  doses  The 
maximum  daily  dose  is  40  mg  Once-daily  dosing  has  been  effective  in  a controlled  study,  but  nearly  all  patients  in 
this  study  were  given  40  mg.  the  maximum  recommended  daily  dose,  and  there  has  been  much  more  expenehce  with 
twice-daily  dosing  In  addition,  in  a placebo-controlled  study  which  demonstrated  reduced  mortality  in  patients  with 
severe  heart  lailure  (NYHA  Class  ly),  patients  were  treated  with  2 5 to  40  mg  per  day  ol  VASOTEC,  almost  always 
administered  in  two  divided  doses  (See  CLINICAL  PHARMACOLOGY,  Pharmacodynamics  and  Clinical  Ellects ) Dosage 
may  be  adjusted  depending  upon  clinical  or  hemodynamic  response  (See  WARNINGS ) 

Dosage  Adjustment  in  Patients  with  Heart  Failure  and  Renat  Impairment  or  Hyponatremia  In  patients  with  heart  failure 
who  nave  hyponatremia  (serum  sodium  < 130  mEq/L)  or  with  serum  creatinine  >1 6 mg/dL.  therapy  should  be  initi- 
aled at  2.5  mg  daily  under  close  medical  supervision  (See  DOSAGE  AND  ADMINISTRATION,  Heart 
Failure,  WARNINGS,  and  PRECAUTIONS,  Drug  Interactions ) The  dose  may  be  increased  to  2 5 mg 
bid,  then  5 mg  b i d and  higher  as  needed,  usually  at  intervals  of  four  days  or  more,  if  at  the  lime 
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puertorriqueños.  jXcKla  una  vida  por  una 
vida  mejor! 
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mpartimos  con  Puerto  Rico  la  mejor 
< esperanza  para  el  Rituro: 
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“YES,THERE  IS 
IIFE  AFTER 
BREAST  CANCER. 

AND  THAT’S  THE 
WHOIE  POINT.” 


-Ann  Jillian 


A lot  of  women  are  so  afraid  of 
breast  cancer  they  don’t  want  to 

( hear  about  it. 

j And  that’s  what  frightens  me. 

Because  those  women  won’t 
practice  breast  self-examination 
regularly. 

Those  women,  particularly 
those  over  35,  won’t  ask  their  doc- 
tor about  a mammogram. 

j Yet  that’s  what’s  required  for 

I breast  cancer  to  be  detected 
early.  When  the  cure  rate  is  90%. 
And  when  there’s  a good  chance 
it  won’t  involve  the  loss  of  a 

[ breast. 

: But  no  matter  what  it  involves, 

take  it  from  someone  who’s  been 
through  it  all. 

Life  is  just  too  wonderful  to 
give  up  on.  And,  as  1 found  out, 
you  don’t  have  to  give  up  on  any 
of  it.  Not  work,  not  play,  not  even 
romance. 

II  Oh,  there  is  one  thing,  though. 

E You  do  have  to  give  up  being 

afraid  to  take  care  of  yourself. 


AAAERIOXN 
V CANCER 
fSOQETY 

Get  a checkup.  Life  is  worth  it. 
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“Espectador  al  Viento”  ( 1988,  22”  x 30”),  pintura  realizada  en  acrílico 
sobre  papel  del  artista  puertorriqueño  Angel  Nevárez  Ríos,  exhibida  en 
la  Sala  Campeche  del  Museo  de  Arte  e Historia  de  San  Juan.  Nevárez 
nació  en  Cayey,  Puerto  Rico  en  1950.  Graduado  de  Bachillerato  de  la 
Escuela  de  Artes  Plásticas  del  Instituto  de  Cultura  Puertorriqueña  y 
Maestría  en  Artes  de  la  Universidad  de  Nueva  York.  Ha  realizado 
numerosas  exposiciones  individuales  en  Puerto  Rico,  además  de  parti- 
cipar en  nuestras  colectivas  y bienales  internacionales  como  la  XVII 
Bienal  de  San  Paulo,  Brasil  (1983),  la  Bienal  de  Ilustraciones  de 
Bratislava,  Checoslovaquia  (1983),  la  V Bienal  de  Valparaiso,  Chile 
( 1981 ) y la  IV,  V,  VI,  Vil,  VII  Bienal  de  San  Juan  de  Grabado  Latino- 
americano y del  Caribe.  En  1979  obtuvo  una  mención  honorífica  en  el  V 
Salón  de  Pintura  de  la  U.N.E.S.C.O.  y el  importante  premio  en  la  Bienal 
de  San  Juan. 

La  Junta  Editora  del  Boletín  agradece  al  artista  y la  Escuela  de  Artes 
Plásticas  del  Instituto  de  Cultura  Puertorriqueña,  su  cooperación  en  la 
publicación  de  esta  excelente  obra  en  nuestra  revista. 
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AMCKINTHEBim; 

With  every  puff,  your  health  could  be  going  up  in  smoke. 

If  you’d  like  to  kick  the  habit  but  you  need  help,  call  your  local 
American  Cancer  Society  office. 

It  could  be  the  first  step  to  quitting  for  life. 


AMERICAN 
* CANCER 
SOQETY® 
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DERMATOLOGY  DIAGNOSIS 


Gerardo  Lugo-Janer,  MD 
Jorge  L.  Sánchez,  MD 


A12-month  old-girl  was  referred  to  the  Dermatology  Clinics  of  the  Puerto  Rico  Medical  Center 
due  to  a generalized  skin  eruption.  The  patient  was  the  product  of  a normal  pregnancy  and  an 
uncomplicated  delivery.  She  had  no  known  systemic  disease.  The  family  history  was 
unremarkable. 

At  the  age  of  2 weeks,  red  elevated  lesions  were  first  noted  on  her  abdomen  after  bathing.  A few 
days  later  the  lesions  became  yellowish-brown  and  flat.  Gradually  she  developed  new  lesions  on 
her  chest  and  back  and  her  course  was  characterized  by  episodic  urtication  of  the  lesions  accom- 
panied by  intense  pruritus. 

There  was  no  associated  fever,  flushing,  diarrhea,  abdominal  pain,  dyspnea,  or  wheezing. 
Physical  examination  revealed  a well-developed,  irritable  child  (Figure  1).  She  had  multiple 
oval  to  round  faint  tan  macules,  and  erythematous  papules  and  plaques  on  her  abdomen,  chest, 
back,  and  proximal  extremities.  Stroking  of  a lesion  resulted  in  wheal  formation.  The  remainder 
of  the  physical  exam  was  normal. 

A complete  blood  cell  count  with  differential  was  within  normal  limits. 

A skin  biopsy  of  one  of  the  lesions  showed  a dense,  closely-packed  monomorphous  infiltrate  of 
cuboidal  cells  in  the  upper  dermis.  These  cells  contained  abundant  cytoplasm  with  central  nuclei 
and  intracytoplasmic  granules  (Figure  2). 


Figure  1.  Figure  2. 


WHAT  IS  YOUR  DIAGNOSIS? 

A.  Eruptive  xanthoma 

B.  Urticaria  pigmentosa 

C.  Neurofibromatosis 

D.  Histiocytosis  X 

E.  Nodular  scabies 


From  the  Department  of  Dermatology,  University  of  Puerto  Rico. 
School  of  Medicine.  GPO  Box  5067,  San  Juan.  Puerto  Rico  00936 
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Gerardo  I.ugo-Janer.  MD,  et  al 


Bol.  Awc.  Med.  P.  Rico  - Junio  1990 


Diagnosis:  Urticaria  pigmentosa 

Mastocytosis  is  characterized  by  the  accumulation  of 
mast  cells  (MC)  in  various  tissues.  It  can  present  in  a 
limited  cutaneous  form  termed  urticaria  pigmentosa 
(U.P.),  or  asa  systemic  disease  with  or  without  skin  invol- 
vement. Systemic  mastocytosis  can  involve  directly 
virtually  all  organs  except  the  central  nervous  system;  but 
the  organs  most  commonly  affected  are  the  skin,  bone, 
gastrointestinal  tract,  liver,  spleen,  and  lymph  nodes.’  On 
rare  occasions  malignant  disorders  of  the  lymphoreti- 
cular  system  may  occur. 

Although  many  organ  systems  may  be  involved  in 
mastocytosis,  the  most  common  presentation  is  disease 
limited  to  the  skin,  occurring  in  90%  of  the  cases. ^ The 
cutaneous  lesions  may  consist  of  macules,  papules, 
nodules,  plaques,  vesicles  or  bullae.  Rarely  telangiectases 
or  purpuras  may  occur.  When  the  lesions  are  firmly 
stroked  they  become  pruritic  and  raised  with  surround- 
ing erythema  (Darier’s  sign).  Once  a lesion  urticales  up  to 
3 day  may  be  required  for  a second  wheal  to  form  at  that 
site. 

In  U.P.,  the  most  common  manifestations  are  pruritus 
and  wheal  formation  secondary  to  histamine  released 
from  mast  cell  degranulation.  Dermographism  in  clini- 
cally univolved  skin  may  occur  in  up  to  50%  of  patients. 

Cutaneous  mastocytosis  is  primarily  a disease  of 
children,  whereas  systemic  mastocytosis  is  more  common 
in  adults.  In  the  majority  of  cases,  U.P.  develops  before 
the  age  of  2.  Mastocytosis  in  general,  occurs  with  equal 
frequency  in  both  sexes  and  familial  cases  are  reportedly 
rare. 

There  are  several  clinical  variants  of  U.P.  The  most 
common  is  a generalized  eruption  consisting  of  multiple 
yellowish-red  to  yellow-brown  macules  and  papules 
distributed  chiefly  over  the  trunk  and  occasionally  over 
the  extremities  and  head.^  Multiple  nodular,  lichenoid, 
and  plaquelike  lesion  can  also  be  seen.  The  distribution 
tends  to  be  symmetric  and  the  lesions  characteristically 
monomorphous.  They  can  number  the  only  a few  to  more 
than  several  hundreds.  Vesicle  and  bulla  formation  is  a 
not  uncommon  feature  in  the  fragile  thin  skin  of  infants 
and  children  with  this  variant. 

A red-brown,  pink,  or  yellow  nodular  form  occurring 
on  the  extremities  and  trunk  is  known  as  mastocytoma.  It 
is  usually  solitary  and  larger  than  the  more  common 
multiple  form. 

One  unusual  variant,  seen  mainly  in  adults,  is  telan- 
giectasia macularis  eruptiva  perstans.  It  is  characterized 
by  sparse  but  sidespread  mast  cell  infiltrate  in  the  skin. 
Cutaneous  findings  include  patchy  erythema,  erythe- 
matous papules,  telangiectasias,  and  scattered  tan  to 
brown  freckle-like  macules. 

In  the  diffuse  cutaneous  form  the  majority  of  the  skin  is 
thickened  and  infiltrated  with  mast  cells,  giving  the  skin  a 
doughy  consistency  and  an  orange  to  red  color. 

A few  cases  of  yellow  papules  resembling  xanthomas 
have  been  reported  and  are  refered  as  xanthelasmoidea.’ 

There  is  a rare  generalized  bullous  variety  usually  seen 
in  infants  and  young  children. 

Skin  disease  with  bone  involvement  is  perhaps  the 
second  most  common  presentation  of  mastocytosis.  In 


fact,  the  skeleton  is  believed  to  be  the  most  common 
extracutaneous  organ  involved.*  Discrete  lytic,  cystic,  or 
sclerotic  lesions,  as  well  as  generalized  osteoporosis  or 
osteosclerosis  have  been  reported.  In  children  the 
incidence  of  bone  involvement  is  15%,  whereas  in  adults 
with  systemic  matocytosis  it  is  around  90%.’ 

Mastocytosis  may  involve  the  gastrointestinal  system 
by  direct  infiltration  of  mast  cells,  or  indirectly  by  high 
circulating  or  tissue  levels  of  histamine.  Peptic  ulcers, 
epigastric  pain,  nausea,  vomiting,  diarrhea,  bleeding, 
streatorrhea,  and  hepatosplenomegaly  may  occur.  One 
fourth  of  adults  may  have  gastrointestinal  involvement.* 
In  children,  it  is  exceedingly  uncommon. 

A variety  of  abnormalities  of  the  hematopoietic  and 
reticuloendothelial  systems  have  been  reported  in 
systemic  mastocytosis.  Eosinophilia  occurs  in  15%  and 
leukemia  develops  in  4-5%.  Anemia,  leukocytosis,  leuko- 
penia, thrombocytopenia,  and  basophilia  occurs  less  fre- 
quently. Hodgkin’s  lymphoma,  myelofibrosis  and  poly- 
cythemia vera,  have  also  been  reported.  Infiltration  of  the 
lymph  nodes  leading  to  clinically  detectable  lymphade- 
nopathy  is  occasionally  seen. 

The  term  mastocytosis  syndrome  encompases  a 
constellation  of  signs  and  symptoms,  including  intense 
pruritus,  headache,  bronchospasm,  rhinorrhea,  flushing, 
hypotension,  tachycardia,  dyspnea,  and  syncope.’  It  is  a 
transient  episode  presumed  to  be  a histamine  shock  state 
which  can  occasionally  be  fatal. 

A subtle  impairment  of  congnitive  function  has  been 
reported  as  a previously  unrecognized  manifestation  of 
chronic  systemic  mastocytosis.'® 

In  all  forms  of  mastocytosis,  except  for  the  leukemic 
variant,  there  is  an  accumulation  of  increased  number  of 
normal  appearing  mast  cells  in  various  tissues.  In  the 
skin,  these  range  from  mild  perivascular  infiltrate  to 
nodular  aggregates.  The  mast  cells  show  a central  hyper- 
chromatic  nuclei  and  abundant  pale  pink  cytoplasm, 
giving  it  a “fried  egg”  appearance.  Granules  within  the 
cytoplasm  stain  metachromatically  with  Giemsa  or 
Toluidine  blue  stains. 

Infiltration  of  tissue  with  mast  cells  may  interfere  with 
organ  function.  However,  the  symptoms  of  mastocytosis 
are  mostly  attributed  to  the  pharmacologic  effect  resulting 
from  release  of  chemicals  generated  by  mast  cell  degranu- 
lation. These  biologically  active  substances  include 
histamine,  chemotactic  factors,  heparin,  prostaglandin  D2, 
proteases,  and  many  leukotrienes.  Mast  cell  degranula- 
tion can  be  triggered  by  nonimmunologic  mechanisms, 
such  as,  physical  stimuli  (heat,  cold,  sunlight,  friction), 
adenosine  triphosphate,  polymers,  bacterial  toxins, 
snake  venoms,  hymenoptera  stings,  polypeptides  released 
by  Ascaris,  jellyfish,  crabfish,  lobsters,  and  anaphyla- 
toxins. 

Aspirin,  alcohol,  opioids,  polymyxin  B,  amphotericin  B, 
thiamine,  tubocurarine,  quinine,  radiographic  contrast 
media  containing  iodide,  scopolamine,  gallamine,  deca- 
methonium,  and  various  other  drugs  can  also  cause 
degranulation. ^ 

matter.  The  cutaneous  lesions  in  conjunction  with 
Darier’s  sign  are  pathognomonic.  Skin  biopsy  is  confir- 
matory. However,  in  cases  without  skin  lesions  the  symp- 
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tomatology  may  be  confused  with  that  of  the  carcinoid 
syndrome. 

Finding  elevated  urine  levels  of  histamine  and  its  meta- 
bolites, N-methylhistmine  and  N-methylimidazoleacetic 
acid,  will  help  to  establish  the  diagnosis  of  mastocytosis. 
In  carcinoid  syndrome,  5-hydroxyindoleacetic  acid  is  the 
elevated  urinary  metabolite. 

The  extent  of  the  evaluation  for  systemic  involvement 
in  mastocytosis  will  depend  on  the  age  of  onset  and  the 
clinical  findings.  A technetium  bone  scan  and/or 
skeletal  survey  is  indicated  when  there  is  evidence  of 
hepatosplenomegaly  or  anemia,  in  the  presence  of  bone 
pain,  or  if  the  patient  is  failing  to  thrive."  Examination  of 
the  gastrointestinal  system  or  bone  marrow  should  be 
performed  if  clinical  evidence  suggest  involvement  of 
these  organs." 

The  prognosis  of  patients  with  onset  of  mastocystosis 
early  in  life  is  very  good.  Most  patients  whose  disease 
begins  in  the  first  2 years  of  life  experience  total  clearing 
by  puberty  or  at  least  marked  improvement  of  symptoms. 
On  the  other  hand,  in  the  patients  in  whom  the  disease 
first  appears  after  the  first  decade  of  life,  tissue  mast  cell 
infiltrate,  skin  lesions,  and  symptoms  persist  in  90%  of 
the  cases."  The  incidence  of  extracutaneous  disease 
increases  with  advancing  age  of  onset.  The  prognosis  for 
the  few  patients  with  lymphoproliferative  malignancies  is 
grim. 

The  treatment  of  mastocytosis  is  directed  toward 
ameliorating  the  signs  and  symptoms  resulting  from  the 
release  of  chemical  mediators. 

Antihistamines,  both  H,  and  H2  blockers,  are  the 
cornerstone  of  therapy.  Other  modalities  used  with  favo- 
rable results  include  topical  corticosteroids,"  aspirin,  " 
ketotifen,"  sodium  cromoglycate,''  nifedipine,"  and 
psoralen  plus  ultraviolet  light  (PUVA)."  However,  none 
of  these  therapeutic  measures  affects  permanent  invo- 
lution of  either  cutaneous  or  visceral  lesions. 
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Rett  Syndrome:  The  Puerto  Rican  Experience 

Luis  Rivera  Reyes,  MD* 
Maria  A.  Toro  Solá,  MD** 


Abstract;  We  have  diagnosed  and  followed  four  Puerto 
Rican  females  with  Rett  Syndrome  (RS).  Their  ages,  when 
first  examined,  ranged  from  10  months  to  11  years.  The 
classical  symptoms  of  decreasing  head  size,  onset  of  hand 
wringing  movements  with  deterioration  of  milestones  as 
well  as  EEC  abnormalities  were  present  in  all. 

Case  No.  1,  considered  our  index  case  was  evaluated  by 
us  and  lost  to  follow-up  for  many  years  while  residing  in  the 
mainland  U.S.  A.  where  multiple  evaluations  failed  to  give  a 
definite  diagnosis.  Upon  her  return  to  Puerto  Rico  she  was 
diagnosed  by  us  in  retrospect  as  having  RS. 

These  are  the  first  Puerto  Rican  girls  reported  with  RS  and 
in  doing  so,  we  hope  for  a better  understanding  of  the  syn- 
drome by  our  medical  community.  Because  of  the 
devastating  effects  of  RS,  early  diagnosis  and  parental 
counseling  will  be  beneficial  for  patients  and  their  families. 

Rett  Syndrome  (R.S.)  was  initially  described  by 
A.  Rett‘  in  Vienna,  Austria  in  1966.  It  is  charac- 
terized by  onset  of  oral  dyskinesias  from  5 to  12  months; 
acquired  microcephaly  from  12  months;  continuous  and 
peculiar  hand-washing  movements  and  loss  of  speech 
from  1 1 to  36  months;  and  akinetic  gait  and  seizures.  So 
far  all  those  affected  have  been  females. 

Although  initially  considered  rare,  it  has  been  reported 
from  27  countries^  including  the  USA,  Scotland,  Japan 
and  China. ^ 

We  have  diagnosed  four  Puerto  Rican  girls  within  the 
past  two  years  as  having  R.S. 

It  is  our  desire  to  familiarize  our  medical  community 
with  this  condition  and  prompt  the  diagnosis  of  other 
cases. 

Case  Report 

Case  No.  1 The  patient  was  the  product  of  a normal 
term  pregnancy  to  a GIPIAO  Puerto  Rican  female. 
Delivery  was  14  hours  long.  The  baby  developed  slight 
cyanosis  and  was  kept  at  the  hospital  for  a few  days  with 


* Pediatric  Neurology  Section,  Department  of  Pediatrics,  San  Juan  City 
Hospital,  Rio  Piedras,  Puerto  Rico 

** Medical  Genetics  Section,  Department  of  Pediatrics,  San  Juan  City 
Hospital,  Rio  Piedras,  Puerto  Rico 
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no  major  complications.  Head  circumference  was 
37  cms.  Muscle  tone  was  normal  at  birth  and  she 
achieved  head  control  at  4 months,  crawled  at  8,  walked 
at  16  and  spoke  words  at  12  months. 

At  10  months  she  developed  4 to  5 tonic  seizures  per 
day  and  was  treated  initially  with  phenytoin  and  pheno- 
barbital.  At  12  months  a diagnosis  of  infantile  myoclonic 
seizures  was  made.  About  this  time  hand-washing  move- 
ments were  noticed  (Fig.  1).  At  18  months  she  received 
ACTH  for  20  days  that  controlled  the  seizures.  She  lost 
head  control,  forgot  to  crawl,  grasp  toys  and  to  eat  by 
herself.  An  awake  EEG  demonstrated  occipital  activity 
of  6 to  7 Hz  and  anteriorly  4 to  6 Hz.  In  spontaneous  sleep 
there  were  poorly  developed  low  voltage  sleep  spindles. 
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paroxysmal  diffuse  bursts  of  high  voltage  3 to  4 Hz  spike 
and  slow  wave  discharges  more  prominent  in  parietal 
areas  and  independent,  occasional  single  moderate 
voltage  spike  seizure  discharges. 

At  22  months  social  age  was  12  months,  with  a general 
intelligence  quotient  of  55.  She  did  not  speak  and  had  dif- 
ficulty walking.  EEG  during  drowsiness  and  light  sleep 
showed  frequent  bursts  of  moderate  to  high  amplitude 
spikes  on  the  left  central  region  and  generalized  bursts  of 
spike  and  wave  activity  probably  representing  secondary 
bilateral  synchrony. 

At  29  months,  the  diagnosis  of  cerebral  palsy  and  mental 
retardation  was  made.  The  child  was  hyperactive  with  a 
short  attention  span;  she  babbled  continuously,  answered 
to  her  name;  did  not  follow  simple  instructions  and  had 
normal  hearing.  A cerebral  tomogram  was  normal.  An 
EEG  at  age  36  months  was  pre-hysparrythmic  with 
numerous  bilateral  spikes  and  disorganized  delta 
background. 

At  4 years  anti-epileptics  were  discontinued.  At  this 
time  she  did  not  walk  and  could  only  say  “ah”;  had  gene- 
ralized spasticity  and  hyperreflexia,  short  Achilles 
tendons,  frequent  spitting,  drooling  and  constant  tremors 
of  her  hands  and  body.  She  could  sit  in  bed.  No  grasp  was 
noticed.  On  a Vineland  Social  Maturity  Scale  she  had  a 
social  index  of  6 months,  and  a social  quotient  of  12 
which  was  on  the  custodial  range.  The  EEG  had  a com- 
pletely disorganized  background  consisting  of  poly- 
morphic 3 to  5 Hz  slow  waves  of  40  to  150  mcv  in  all  areas 
and  numerous  high  voltage  spikes  that  were  more  promi- 
nent in  the  right  mid-temporal  areas,  appearing  in  bursts 
and  consistent  with  hypsarrythmia.  No  visual  evoked  res- 
ponses were  obtained. 

At  age  5 years  she  had  one  generalized  tonic-clonic 
seizure,  the  onset  of  myoclonic  seizures,  for  which 
valproic  acid  was  started.  Seizures  were  under  good 
control  for  a few  months  and  relapsed  when  she 
developed  a viral  syndrome  accompanied  by  fever.  She 
was  experiencing  two  to  three  generalized  and  many 
myoclonic  seizures  per  day.  Various  anti-epileptics  were 
utilized  including  valproic  acid,  phenobarbital,  carbama- 
zepine  and  a short  course  of  ACTH  without  success. 
Routine  laboratories,  ammonia  level  and  blood  gases 
were  normal. 

At  age  6 years,  she  was  evaluated  at  Columbia- 
Presbyterian  Medical  Center  and  the  following  tests  were 
done  all  of  which  were  normal:  complete  hemograms; 
urinalysis;  SMAC-20;  erythrocyte  sedimentation  rate; 
prothrombin  time;  toxoplasmosis  fluorescent  antibody 
titer;  ART  (syphilis);  lumbar  puncture;  brain  stem 
auditory,  visual  and  somatosensory  evoked  responses; 
bilateral  electro-retinograms;  electromyogram;  cerebral 
tomogram;  lysosomal  acid  hydrolase  enzyme  studies  and 
studies  for  B-N-acetylhexosaminidase,  acid  phosphatase, 
a-Galactosidase,  B-Galactosidase,  a-Mannosidase,  a-L- 
Fucosidase,  a-N-acetylglucosaminidase,  B-Glucosidase 
and  Arylsulfatase.  Valproic  acid  level  was  120  mcg/ml 
and  primidone  6.7  mcg/ml.  The  myoclonic  jerks  were 
fairly  well  controlled.  EEG  was  abnormal  in  sleep  with 
almost  continuous  one  to  two  cycles  per  second  spike  and 
slow  wave  complexes  in  the  right  central  and  midtem- 
poral area  of  very  high  voltage  spreading  to  adjacent 


areas.  A mirror  focus  was  present  in  the  left  homologous 
areas. 

At  age  7 years  myoclonic  seizures  stopped.  Scoliosis 
was  noticed.  In  subsequent  months  valproic  acid  was 
decreased  to  a level  of  77  mcg/ml,  Mysoline  was  retained 
and  a diet  of  1770  calories  was  given,  for  she  had 
developed  hypoglycemia.  The  child  was  then  in  special 
education  class.  A cerebral  tomogram  was  normal. 
Eleven  months  later  primidone  was  discontinued. 

At  age  9 an  intestinal  obstruction  developed.  Following 
its  resolution  the  family  moved  to  California  looking  for 
other  possibilities  of  service  for  their  daughter.  EEG  was 
abnormal  in  sleep  with  a spike  focus  on  the  right  midtem- 
poral and  central  parietal  areas  spreading  at  times 
synchronously  to  contralateral  homologous  areas  and 
less  active  independent  spikes  over  the  left  midtemporal. 

Still  at  California,  valproic  acid  was  discontinued  and 
seizures  promptly  returned.  At  this  time  auto-aggression 
and  reversal  of  the  sleep-wake  cycle  were  noticed.  Never- 
theless parents  felt  that  she  was  more  affective,  had  more 
visual  contact  and  was  walking  more.  A myoclonic 
seizure  ensued  followed  by  a generalized  tonic-clonic 
seizure  and  twelve  days  later  by  absences  and  more  gene- 
ralized tonic-clonic  seizures.  Valproic  acid  was  re- 
started. 

Upon  returning  to  Puerto  Rico  valproic  acid  was  re- 
adjusted to  a level  of  103  mcg/ml.  A month  after  arrival 
the  patient  had  a shuddering-like  episode  followed  by 
blinking  and  a generalized  tonic-clonic  seizure.  During 
sleep  an  EEG  showed  synchronous  high  voltage  spike 
activity  with  marked  predominance  in  central  and  left 
anterior  areas.  She  was  seizure-free  for  about  a year  when 
absences  were  again  noticed.  Since,  an  occasional 
absence  might  be  noticed  every  three  months. 

The  girl  is  now  confined  to  a wheel-chair  and  an 
achilles  tenotomy  and  scoliosis  surgery  have  been 
performed.  She  remains  in  a diet  for  hypoglycemia. 
Menarche  occured  in  August  1988.  A repeat  cerebral 
tomogram  showed  calcification  of  the  falx  cerebrii  and 
left  maxillary  sinusitis. 

Neurological  examination  is  normal  except  fora  head 
circumference  of  48  cms.  (below  third  percentile),  hand 
apraxia,  generalized  hyperreflexia  and  hypertonicity 
with,  multiple  contractures  and  the  girl  is  unable  to  walk 
or  verbalize. 

Family  history  is  negative  for  epilepsy  or  neurological 
diseases. 

Case  No  2. 

An  11.1  year  old  girl  that  was  the  product  of  an  une- 
ventful 9 month  pregnancy  and  delivery.  Birthweight 
was  6.5  pounds  and  had  circumference  37  cms.  Muscle 
tone  was  normal  at  birth.  The  baby  crawled  at  six 
months,  walked  at  14  months  and  at  age  18  months  was 
saying  “mama,  papa,  titi,  agua.”  She  was  able  to  recog- 
nize objects,  people  and  understood  when  spoken  to.  She 
has  remained  affective  and  with  good  visual  contact. 
Recently  she  has  changed  laterality  and  is  now  left- 
handed.  The  child  attends  special  education  class  and 
lives  at  home  with  her  mother. 

At  24  months  she  developed  croup.  Following  which 
she  started  to  stare  blankly  into  space  and  was  unres- 
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ponsive  to  maternal  commands.  She  was  evaluated  by  a 
neurologist  who  found  her  to  be  normal  without 
evidence  of  an  encephalitis.  An  EEG  and  cerebral 
tomogram  were  both  normal.  At  age  3 to  4 years  the  EEG 
was  repeated  and  it  showed  “changes  compatible  with 
epilepsy”.  Patient  was  not  having  clinical  seizures, 
phenytoin  was  recommended,  but  was  not  given.  Patient 
continued  having  poor  contact  with  surroundings  and 
was  at  this  time  unable  to  recognize  her  relatives.  At  four 
to  five  years  she  started  eating  her  clothing  and  shortly 
afterwards  developed  hand-washing  movements.  All 
along  she  has  had  a very  intense  stare.  Fine  motor  coordi- 
nation has  been  poor,  for  she  does  not  grasp  objects  and 
has  to  be  fed.  For  the  past  two  years  she  has  walked  “like 
a duck”.  Her  mother  has  noticed  daily  and  almost  conti- 
nuous abscence  spells. 

Skull  X-rays,  cerebral  tomogram,  complete  blood 
count,  chemical  screening  (SMAC-20)  as  well  as  a 
urinalysis  have  been  normal.  A blood  ammonia  level  is 
0.9  ug/ml  (0.07-0.8  ug/ml).  On  ophthalmological 
evaluation  no  macular  nor  retinal  abnormalities  have 
been  noticed.  A synchronized  video  - EEG  (intensive 
neurodiagnostic  monitoring)  at  San  Juan  City  Hospital 
did  not  display  clinical  seizures.  A sleep  EEG  with  a short 
portion  awake  demonstrated  an  asymetric  background 
with  an  8 Hz  alpha  on  the  right  side  and  irregular  theta  of 
4 to  5 Hz  on  the  left.  No  epileptiform  discharges  were 
noticed.  During  sleep  background  consisted  of  irregular 
3 to  6 Hz  of  moderate  voltage.  There  was  voltage  depres- 
sion over  the  left  hemisphere.  Poorly  developed  sleep 
activity  was  evident.  Pseudo-periodic  spike  and  sharp 
waves  were  continuously  seen  that  exacerbated  druring 
photic  stimulation.  There  were  no  focal  findings  in 
neurological  examination.  Findings  were  limited  to  hand 
and  gait  apraxia,  constant  hand-washing  and  finger- 
licking movements.  She  is  left-handed  with  a head 
circumference  of  52  cms  (slightly  above  the  third  per- 
centile), weight  of  24.4  kgs.,  height  of  134.6  cms  and 
blood  pressure  of  90/60. 

Case  No.  3. 

An  eight  year  old  girl  that  was  born  to  a 28  year  old 
Gravida  II,  Para  I woman  following  38  weeks  of  gesta- 
tion. Pregnancy  and  delivery  were  uneventful.  Birth 
weight  was  6 pounds  5 ounces.  She  was  apparently 
normal  at  birth  including  head  circumference  except  for  a 
right  club-foot  that  was  casted  from  2 to  4 1/2  months. 
Neonatal  period  was  of  no  consequence.  Though  mother 
felt  that  the  child’s  early  development  was  slow,  by  age  1 8 
months  the  baby  was  pulling  to  standing  and  cruising  on 
the  walls.  She  never  held  out  her  arms  to  be  picked  up  nor 
responded  adversevely  to  a stranger.  The  child  seemed  to 
enjoy  self-stimultory  activity.  At  age  18  months  mother 
noticed  that  the  patient  was  then  unable  to  cruise  alone 
and  she  had  an  “empty  look”.  She  gradually  stopped 
talking.  At  18  to  24  months  she  was  seen  by  a neurologist 
who  found  her  to  be  hyperactive  and  with  no  compre- 
hesion  when  spoken  to.  At  2.11  years  she  was  irritable; 
unreactive  to  the  environment;  not  responsive  to  her 
name;  with  continuous  hand-  wringing  movements,  head 
shaking  and  shrieking.  On  neurological  examination 
deep  tendon  reflexes  were  2 plus  in  a scale  of  4; 
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unsustained  clonus  was  present  in  both  ankles;  muscle 
tone  was  normal  and  slight  increase  in  extensor  tone  in 
both  lower  extremities  were  noticed.  The  left  leg  was 
1 cm.  shorter  than  the  right. 

The  following  tests  were  done  and  found  to  be  normal: 
complete  hemogram,  scotch  tape  test  for  pinworms  and 
ova,  urinalysis,  chemical  screening  (SMAC-20),  cerebral 
tomogram.  X-rays  for  pelvis  and  hips,  MRI,  TORCH 
titers.  Tests  were  negative  for  aminoacidurias,  galacto- 
semia, mucopolysaccharidosis  and  fibroblasts  for  leuko- 
dystrophies. Opthalmological  evaluation  did  not  show 
retinal  nor  macular  changes.  The  diagnosis  of  “organic 
brain  syndrome  or  degenerative  disease”  was  given. 

At  5 years  an  EEG  was  done  due  to  progressive 
psychomotor  retardation  and  it  showed  an  excessively 
slow,  poorly  organized  background  with  no  sleep 
spindles;  and  with  multifocal  spikes,  polyspikes,  sharp 
waves  consistent  with  constant  epileptiform  activity  and 
a severe  encephalopathy.  At  age  7,  a repeat  awake  EEG 
showed  multiple  bilateral  spikes  with  left  temporal  pre- 
dominance that  was  disorganized  and  slow  for  her  age. 
Though  no  seizures  had  been  observed  she  was  placed  on 
carbamazepine. 

At  age  8,  head  circumference  was  48  cms;  did  not  fix 
visually,  tactally  nor  auditively,  had  generalized  spasti- 
city and  hyperreflexia  and  much  drooling  was  present. 
She  was  using  a walker  to  move  around,  and  was 
dependent  for  activities  of  daily  living. 

When  last  seen  at  age  10  she  was  unable  to  walk.  The 
rest  of  the  neurological  examination  was  unchanged.  An 
EEG  was  essentially  the  same  as  the  previous  one  except 
that  some  poorly  formed  sleep  spindles  were  seen;  the 
spike  activity  was  markedly  activated  by  sleep  and  there 
was  mild  voltage  depression  over  the  right  temporal  area. 
Findings  were  indicative  at  this  time  of  a severe  encepha- 
lopathy with  frequent,  subclinical  discharges. 

Family  history  is  significant  in  that  her  sister  has 
partial  complex  seizures  characterized  by  absences  and 
normal  development  at  age  6 years. 

Case  4 

The  patient  was  referred  for  evaluation  at  2.6  years 
because  she  was  “nervous,  was  licking  herself,  was  not 
sleeping  or  eating  well  and  would  cry  and  scream  for  no 
apparent  reason”. 

She  was  the  product  of  a normal  pregnancy  and 
uneventful  delivery.  Birthweight  was  6.8  pounds.  Head 
circumference  was  36  cms.  There  were  no  perinatal  com- 
plications. Though  the  baby  did  not  crawl  she  stood  up  at 
all  months  and  walked  holding  herself  to  objects  or  the 
wall.  At  13  months  she  was  able  to  walk  unassisted  and 
ocasionally  she  would  say  “mama  and  papa”.  The  girl 
was  able  to  understand  the  phrase  “leave  that  alone”. 

At  18  months,  washing-like  movements  followed  by 
thumb-licking  and  a tic-like  movement  in  which  she 
closed  both  eyes  and  contracted  the  face,  were  noticed.  At 
night  she  wakes  up  like  if  scared.  She  is  able  to  drink  milk 
and  is  unable  to  chew  hard  foods.  The  patient  is  affectio- 
nate, has  good  eye  contact  and  continues  to  walk 
unassisted.  No  rituals  have  been  observed.  No  seizures 
have  been  noticed. 
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She  lives  with  her  patients  in  a rural  area  and  does  not 
have  pets  at  home. 

Family  history  is  significant  in  that  a maternal  grand- 
mother had  post-traumatic  seizures. 

On  examination  we  found  a pleasant  2 1/2  year  old 
right-handed  girl  with  a weight  of  12  kgs.  and  head  cir- 
cumference of  45.5  cms.  (below  the  third  percentile). 
Deep  tendon  reflexes  were  2 to  3 in  a scale  of  4.  There 
were  no  Babinski  signs.  Hypotonia,  constant  hand- 
wringing  and  finger-licking  movements  as  well  as  teeth 
grinding  were  noticed.  She  sat  with  the  right  leg  crossed 
on  top  of  the  left  and  did  not  grasp  for  objects.  No  focal 
findings  were  present. 

Evaluation  has  consisted  of  normal  complete  blood 
count,  chemical  screening,  urinalysis  and  thyroid  function 
tests. 

Neuro-diagnostic  evaluation  consisting  of  synchronized 
video-EEG  showed  no  clinical  seizure  activity.  An  EEG 
had  a background  consisting  of  2 to  5 Hz  of  very  high 
voltage  irregular  delta  activity.  Anteriorly  the  same 
activity  but  of  lower  voltage  was  seen.  There  were  no 
asymmetries  or  abnormal  discharges.  During  waking 
state  activity  consisted  of  irregular  moderate  high  voltage 
5 to  6 Hz  theta.  Anteriorly  asymmetric  slowing  on  the 
theta  and  delta  range  over  the  right  anterior  quadrant. 
No  abnormal  discharges  were  present. 

Discussion 

A few  years  ago  we  were  attracted  by  the  peculiar, 
almost  constant  “hand-washing  movements”  of  our  first 
RS  case  that  we  had  followed  for  some  time  because  of 
infantile  myoclonic  seizures.  We  knew  that  the  pur- 
poseless hand-movements  were  unusual,  but  we  could 
not  identify  any  specific  syndrome  or  etiology. 

In  1985,  while  attending  the  American  Academy  of 
Neurology  (ERR)  and  Clinical  Genetics  (MTS)  Society 
meetings,  we  had  the  opportunity  of  visiting  the  Rett 
Syndrome  Association’s  exhibit.  A brochure'*  presented 
information  about  R.S.  We  then  read  a paper  by 
Hagberg’s  et  at,^  responsible  of  bringing  to  worldwide 
attention  this  condition,  led  us  to  diagnose  our  patient  as 
having  R.S.  Another  case  followed  shrotly  afterwards. 

Initially  described  by  A.  Rett’  as  a unique  disorder  of 
girls  characterized  by  deceleration  of  psychomotor  skills 
and  then  gradual  loss  of  cognitive  and  motor  functions. 
The  condition  was  initially  thought  to  be  rare,  but  studies 
carried  independently  from  Sweden*  and  Scotland’  have 
established  the  prevalence  rate  of  Rett  Syndrome  to 
about  1/10,000  girls. 

Recently,  The  RS  Diagnostic  Criteria  Work  Group* 
met  to  establish  the  necessary,  supportive  and  exclusion 
criteria  (Table  I)  for  this  disabling  condition.  An 
important  consideration  of  the  discussion  group  was  not 
to  include  female  sex  as  a necessary  criteria  for  they  feel 
that  this  syndrome  is  particularly  unknown  in  the 
medical  community  and  that  it  might  be  more  variable 
than  we  presently  know  about. 

The  following  clinical  characteristics  and  staging 
system  is  taken  from  a paper  by  Hagberg  and  associates* 
as  modified  by  The  Rett  Syndrome  Diagnostic  Criteria 
Work  Group  (Table  II). 


Table  I 


Diagnosis  Criteria  for  Rett  Syndrome 


Neccesary  Criteria  a 

Apparently  normal  prenatal  and  perinatal  period 

Apparently  normal  psychomotor  development  through  the  first  6 months  b 

Normal  head  circumference  at  birth 

Deceleration  of  head  growth  between  ages  5 months  and  4 years 
Loss  of  acquired  purposeful  hand  skills  between  ages  6 and 

30  months,  temporally  associated  with  communication  dysfunction 
and  social  withdrawal 

Development  of  severely  impaired  expressive  and  receptive  language, 
and  presence  of  apparent  severe  psychomotor  retardation 
Stereotypic  hand  movements  such  as  hand  wringing/  squeezing, 
clapping/tapping,  mouthing  and  “washing”/ rubbing  automatisms 
Appearing  after  purposeful  hand  skills  are  lost 
Appearance  of  gait  apraxia  and  truncal  apraxia/ataxia  between 
ages  1 and  4 years. 

Diagnosis  tentative  until  2 to  5 years  of  age 

Supportive  Criteria 
Breathing  dysfunction 

Periodic  apnea  during  wakefulness 
Intermittent  hyperventilation 
Brath-holding  spells 
Forced  expulsion  of  air  or  saliva 
EEG  abnormalities 

Slow  waking  background  and  intermittent  rhythmical  slowing  (3-5  Hz) 
Epileptiform  discharges,  with  or  without  clinical  seizures 
Seizures 

Spasticity,  often  with  associated  development  of  muscle  wasting 
and  dystonia 

Peripheral  vasomotor  disturbances 
Scoliosis 

Growth  retardation 
Hypotrophic  small  feet 

Exclusion  Criteria  a 

Evidence  of  intrauterine  growth  retardation 
Organomegaly  or  other  signs  of  storage  disease 
Retinopathy  or  optic  atrophy 
Microcephaly  at  birth 

Evidence  of  perinatally  acquired  brain  damage 
Existence  of  identifiable  metabolic  or  other  progressive 
neurological  disorder 

Acquired  neurological  disorders  resulting  from  severe  infections 
or  head  trauma. 


a Modified  from  Hagberg  et  al.* 

b Development  may  appear  to  be  normal  for  up  to  18  months. 


Phillipart’  has  suggested  four  modes  of  presentation 
such  as  neurodegenerative  disorder;  behavior  disorder 
resembling  infantile  autism;  Lennox-Gastaut  Syndrome 
and  severe  encephalopathy. 

Patient  number  1 was  seen  at  stage  I,  but  stage  II  of 
rapid  destruction  was  the  most  impressive  and  this  stage 
usually  attracts  the  clinician’s  attention.  This  case  will  be 
used  to  illustrate  the  different  stages  and  clinical  presen- 
tations in  RS. 

Stage  I of  early  onset  deceleration  is  seen  between  the 
ages  of  6 to  18  months.  Our  indexpatient  was  born  with  a 
normal  head  circumference  and  deceleration  in  head- 
brain  growth  was  witnessed.  Development  had  been 
normal  for  the  first  1 1 months  of  age  without  hypotonia. 
At  the  age  of  12  months  spitting  and  sterotyped  hand- 
wringing  or  hand-washing  movements  were  evident. 
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Table  II 


Rett  Syndrome:  Clinical  Characteristics  and  Differential  Diagnosis  by  Stage 

Stages  (after  Hagberg 

and  Wiii-Engerslrom  [10] 

Clinical  Characteristics 

Differential  Diagnosis 

Early  onset  deceleration  stage 

Developmental  stagnation 

Benign  congenital  hypotonia 

Onset:  6-18  months 

Deceleration  of  head/brain  growth 

Prader-Willi  svndrome 

Duration:  months 

Disinterest  in  play  activity 

Hypotonia 

Cerebral  palsy 

Rapid  “destructive”  stage 

Rapid  developmental  regression  with  irritability 

Autism  [13-15] 

Onset:  1-3  years 

Loss  of  hand  use 

Psychosis 

Duration:  weeks  to  months 

Seizures 

Hearing  or  visual  disturbance 

Hand  stereotypies:  wringing,  clapping/ 

Encephalitis 

tapping,  mouthing 

Infantile  spasms 

Autistic  manifestations 

(West  syndrome)  [ 16] 

Loss  of  expressive  language 

Tuberous  sclerosis 

Insomnia 

Ornithine  transcarbamylase 

Self-abusive  behavior  (e.g.,  chewing  fingers. 

deficiency  [17] 

slaping  face) 

Phenylketonuria 

Infantile  neuronal 
ceroidlipofucinosis 

Pseudostationary  stage 

Severe  mental  retardation/apparent  dementia 

Spastic  ataxic  cerebral  palsy 

Onset:  2-10  years 

Amelioration  of  autistic  features 

Spinocerebellar  degeneration 

Duration:  months  to  years 

Seizures 

Leukodystrophies  or  other 

Typical  hadn  stereotypies:  wringing,  tapping. 

storage  disorders 

mouthing 

Neuroaxonal  dystrophy 

Prominent  ataxia  and  apraxia 

Lennox-Gastaut  syndrome 

Spasticity 

Hyperventilation,  breath  holding,  aerophagia 
Apnea  during  wakefulness 

Weight  loss  with  excellent  appetite 

Early  scoliosis 

Bruxism 

Angelman  syndrome  [18] 

Late  motor  deterioration 

Combined  upper  and  lower  motor  neuron  signs 

Unknown  degenerative  disorder 

stage 

Progressive  scoliosis,  muscle  wasting. 

Onset:  10  -1-  years 

and  rigidity 

Duration:  years 

Decreasing  mobility — wheelchair-bound 

Growth  retardation  [I2[ 

Improved  eye  contact 

Staring,  “unfathomable”  gaze 

Virtual  absence  of  expressive  and  receptive 
language 

Trophic  disturbance  of  feet 

Reduced  seizure  frequency 

Autistic  manifestations  are  observed  during  Stage  II 
called  rapid  destructive,  that  takes  place  from  12  to  36 
months  with  loss  of  expressive  language.  This  was 
manifested  in  the  patient  by  her  intense  stare. 

Infantile  autism  is  probably  the  most  common  mis- 
diagnosis of  RS.  Olsson  and  Rett'°  and  more  recently 
Percy  et  al“  and  Gillberg*^  differentiate  between  RS  and 
autism  utilizing  a behavioral  and  motor  analysis  for  in 
autism  there  is  only  verbal  regression  and  in  RS  there  is 
regression  of  both  skills. 

Epilepsy  is  present  in  this  stage  in  about  80%  of 
patients.  Our  patient  had  at  age  10  months,  infantile 
myoclonic  seizures  with  a hypsarrythmic  EEG  pattern 
for  which  she  received  treatment  with  anti-epileptics. 

On  the  III  or  pseudostationary  stage  with  onset 
between  2 to  10  years  and  characterized  by  diminution  of 
autistic  features,  and  by  the  entrenchment  of  severe 
mental  retardation,  spasticity,  scoliosis  and  prominent 


truncal  ataxia.  Our  patient  conforms  to  this  pattern  of 
regression. 

Stage  IV,  or  late  motor  deterioration,  commences  at 
approximately  10  years  of  age.  Our  index  patient  is 
wheelchair-bound,  has  progressive  scoliosis,  improved 
eye  contact,  virtual  absence  of  expressive  and  receptive 
language  and  reduced  seizure  frequency.  She  only  has  an 
occasional  absence  seizure  treated  with  valproic  acid. 

The  majority  of  RS  patients  survive  far  into  middle  age 
with  progressive  deterioration  until  the  patient  is 
confined  to  bed  and  eventual  death  from  infection  or 
other  complications. 

Glaze  et  al'^  have  described  the  EEG  as  showing  pro- 
gressive slowing  of  the  background,  loss  of  normal  sleep 
characteristics  and  the  appearance  of  a multifocal  epilep- 
tiform pattern  of  generalized  slow  wave  activity.  Garofalo 
et  al'"*  have  studied  electroencephalographically  7 girls 
over  a 5 year  period  and  have  shown  spikes  to  be  maximal 
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in  central  regions,  diphasic  or  triphasic  and  of  very  short 
duration.  Interestingly,  epileptiform  activity  preceded 
clinical  seizures  in  3 patients  by  up  to  2 years. 

Only  symptomatic  treatment  is  available  such  as 
physical,  occupational  therapy;'^  dietary;'^  and  ortho- 
pedic.*^ It  the  child  has  seizures  these  should  be  treated 
with  the  appropriate  anti-epileptic. 

Myer  et  al‘*  in  a study  of  20  patients  with  RS  found 
elevated  beta-endorphins  in  17  of  them.  Eight  patients 
were  treated  with  naltrexone,  an  oral  opiod  antagonist, 
and  3 of  them,  though  no  length  of  treatment  was  indi- 
cated on  the  paper,  showed  improvement.  Some  of  the 
changes  were  on  the  EEG;  increased  awareness  of 
sorrounding,  responsiveness  and  improvement  in  beha- 
vior. 

Differential  diagnosis*  (Table  II)  varies  with  the 
clinical  characteristics  and  staging  at  the  time  the  patient 
is  evaluated.  At  early  onset  Prader-Willi  syndrome, 
benign  congenital  hypotonia  as  well  as  cerebral  palsy 
might  be  suspected.  From  the  rapid  destructive  or 
stage  II  to  late  motor  deterioration  or  stage  IV  a series 
of  conditions  such  as  autism,  pychosis,  encephalitis, 
tuberous  sclerosis,  infantile  spasms,  Lennox-Gastaut 
syndrome,  cerebral  palsy,  and  various  aminoacidopathies, 
storage  and  degenerative  diseases  such  as  ornithine  tras- 
carbamylase  deficiency,  phenylketonuria.  Infantile 
neuronal  cerolipofuscinosis,  leukodystrophies,  neuora- 
xonal  dystrophy,  reactions  to  pertussis  vaccine  and  the 
spinocerebellar  degenerations  are  considered. 

Some  research  studies  have  shown  low  plasma 
carnitine  levels*’  and  changes  in  neurotransmitters  and 
the  cofactor  biopterin.** 

This  syndrome  has  a completely  distorted  sex  ratio  as  it 
has  only  been  discribed  in  females.  The  hypothesis  of  an 
X-linked  dominant  gene  lethal  for  the  male  fetus  would 
explain  this  discrepancy  (McKusick  31275).^**  There  is 
only  one  instance  of  two  half  sisters  of  the  same  mother 
affected  with  RS.  Another  hypothesis  is  that  of  a 
metabolic  interference  of  gene  products  explained  by 
lyonization  of  the  X chromosomes  in  the  affected 
females. 

No  markers  exist  for  the  diagnosis.  At  present  only 
clinical  criteria  are  utilized.  Although  by  conventional 
cytogenetic  techniques  no  chromosome  abnormality  has 
been  detected,  by  studies  of  fragility  the  fragile  site  Xp22 
was  a promising  factor  but  it  is  now  known  that  this  is  a 
common  fragile  site  unrelated  to  RS. 

Neuropathologically,  changes  in  RS  consist  of  brain 
atrophy  and  hypopigmentation  of  the  substantia  nigra. ^* 
The  spinal  cord  has  shown  degeneration  and  loss  of 
spinal  ganglion  nerve  cells  and  gliosis  of  white  and  gray 
matter.  A number  of  motor  neurons  were  reduced  and 
axonal  changes  suggestive  of  degeneration  in  both 
ascending  and  descending  tracts  were  present. More 
recently  Lekman  et  aF*  measured  biogenic  amines, 
dopamine,  serotonin  and  noradrenaline  and  their 
respective  metabolites,  homovanillic  acid,  5-hydorxyin- 
doleacetic  acid  and  hydroxymethoxyphenylglycol  in 
brains  of  4 patients  between  the  ages  of  13  and  30.  All 
compounds  except  for  hydroxymethoxyphenylglycol 
showed  a 50%  or  greater  reduction  in  the  brain  of  the 
two  oldest  patients  and  the  younger  ones  had  normal  or 


nearly  normal  levels.  This  findings  correspond  to  those  of 
reduced  melanin  content  in  neurons  of  the  substantia 
nigra. 

It  is  our  hope  that  future  cases  of  RS  will  be  diagnosed 
in  Puerto  Rico  and  early  counselling  be  given  to  parents. 

Resumen:  Hemos  diagnosticado  cuatro  niñas  puerto- 

rriqueñas con  el  Síndrome  Rett  (SR).  Sus  edades,  al  ser 
examinadas  por  primera  vez,  fluctuaron  de  10  meses  all 
años.  Los  síntomas  clásicos  de  disminución  progresiva  en  el 
crecimiento  de  la  cabeza,  movimientos  peculiares  de  las 
manos  como  lavándoselas,  deterioro  en  sus  habilidades  así 
como  anomalías  del  EEG  estuvieron  presentes  en  todas 
ellas. 

Consideramos  el  caso  #1  como  el  caso  índice  por  haberla 
seguido  por  un  largo  tiempo,  a pesar  de  que  la  perdimos  en 
seguimiento  mientras  estuvo  residiendo  en  los  Estados 
Unidos  donde  múltiples  evaluaciones  le  fueron  hechas  sin 
llegar  a un  diagnóstico  definitivo.  Fue  reevaluada  retros- 
pectivamente a su  regreso  de  Estados  Unidos  y su  historia 
sugería  el  SR. 

Estas  niñas  son  las  primeras  reportadas  con  el  síndrome 
en  Puerto  Rico.  Es  nuestro  propósito  que  la  comunidad 
médica  puertorriqueña  esté  alerta  y comprenda  mejor 
el  SR.  Debido  a los  efectos  devastadores  del  SR  es 
necesario  un  diagnóstico  temprano  y una  consejería  que 
beneficíe  tanto  al  paciente  como  a sus  familiares. 
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EATING  RIGHT 
IS  HIGHLY 
LOGICAL. 


Recommendations: 

Eat  high-fiber  foods,  such 
as  fruits,  vegetables,  and 
whole  grain  products.  Eat 
fewer  high-fat  foods. 
Maintain  normal  body 
weight.  And  live  long 
and  prosper. 


CALL  THE  AMERICAN 
CANCER  SOCIETY  AT 
1-800-ACS-2345 
FOR  FREE  NUTRITION 
INFORMATION. 
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ORTHOPEDIC  SURGEONS: 
BROADEN  YOUR  EXPERIENCL 


Your  time  and  talent  are  valuable.  They’re  valuable  to  the 
Army  Reserve,  too.  We’lf  pay  you  for  a small  fraction  of  your  time, 
not  only  in  money,  but  wAh  big  opportunities  and  challenges  you 
won’t  find  in  civilian  pra^  tice. 

• You’ll  have  flexibility  in  how  and  when  you  participate. 

• You’ll  be  offered  conferences  and  continuing  education. 

• You’ll  have  opportunities  for  military  training  in  areas  like 
Advanced  Trauma  Life  Support,  Parachuting, 

Flight  Medicine  and  Mountaineering. 

• You’ll  work  with  top,  dedicated  professionals. 

• You’ll  have  the  rank  and  privileges  of  an  Army  officer. 

If  you  want  more  information  about  the  Army  Reserve,  or  if  you 
would  like  to  talk  to  an  Army  Reserve  physician,  our  experienced 
Army  Medical  Counselors  can  assist  you.  Call  or  write: 

ARMY  RESERVE  HEALTH  CARE  TEAM 
Santa  Cruz  Medical  Bldg.,  No.  73,  Box  107 
Bayamon,  Puerto  Rico  00619 
(809)  798-8099  / 8853 

BE  ALL  YOU  CAN  BE.^ 

ARMY  RESERVE 
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EDUCACION  MEDICA  CONTINUADA 

Manejo  de  la  Embarazada  con 
Problemas  Psiquiátricos 


Miguel  González  Manrique,  MD* 


El  intervenir  con  la  paciente  embarazada  que  pre- 
senta sintomatología  psiquiátrica  frecuentemente 
nos  encontramos  en  un  dilema  terapéutico:  contrape- 
sando alternativas  con  factores  de  riesgo  para  la  madre 
o/y  el  feto. 

Las  formas  de  presentación  clinica  suelen  ser  variables. 
Encontramos  toda  la  gradación  de  estados  depresivos 
con  o sin  psicosis,  desórdenes  en  la  alimentación  y del 
sueño,  psicosis  delirantes,  alucinatorias  o mixtas; 
Estados  mánicos  “de  novo”  o en  pacientes  bipolares  pre- 
viamente diagnosticados  y finalmente  los  esquizofré- 
nicos: incipientes  o en  exacerbación. 

Contamos  con  pocos  modelos  de  intervención  a seguir, 
es  limitada  e inconsistente  la  información  sobre  el  uso  de 
psicofármacos  y los  factores  éticos  y legales  permean 
todo  el  proceso  terapéutico. 


Etiología 

A.  Eactores  predisponentes  L ’ 

1.  Historial  familiar  y en  embarazos  previos 

2.  Escasos  recursos  socio-económicos 

3.  A mayor  edad  mayor  riesgo 

4.  Embarazos  no  deseados  o/y  no  planificados 

5.  Ausencia  de  apoyo  del  padre  biológico 

6.  Uso  y abuso  de  substancias  tóxicas 

B.  Eactores  psicodinámicos 

Lo  que  representa  o simboliza  el  embarazo  para  la 
paciente  generalmente  tiene  su  origen  en  un  conflicto 
inconsciente  y este  suele  hacerse  evidente  durante  la 
psicosis.  La  forma  de  presentación  clínica  (ej:  tipo  del 
delirio)  nos  acercará  al  conflicto  subyacente.  El 
embarazo,  es  entonces  el  equivalente  o el  medio  para  la 
expresión  de  alguna  de  las  siguientes  posibilidades 
conflictivas: 


*Caredrárico  Asociado,  Departamento  Psiquiatría.  Recinto  Ciencias 
Médicas.  Universidad  de  Puerto  Rico  r Director  de!  Servicio  de  Terapia 
TIectroconvulsiva  de!  Hospital  Dr.  Federico  Trilla,  Carolina,  Puerto  Rico 


1.  Culpa,  castigo 

2.  Venganza 

3.  Limitación 

4.  Miedo  (muerte,  dolor) 

5.  Víctima  de  abuso 

6.  Instrumento  o arma  para:  controlar,  castigar, 
obtener  ganancias  secundarias 

7.  Rechazo,  pérdida  (herida  narcisista,  atracción  física) 

8.  Conflicto  de  identidad 

9.  Experiencias  traumáticas  en  previos  embarazos 

Tratamiento 

Se  recomienda  la  hospitalización  inmediata  de  toda 
paciente  ante  la  cual  contemplamos  o consideramos  la 
posibilidad  de  medicar  y cuya  condición  no  le  permita 
cuidarse  a si  misma  y a su  embarazo.  Es  muy  importante 
explorar  cambios  en  su  conducta  reciente  como  son:  los 
descuidos  tanto  en  la  cantidad  como  en  la  calidad  de  la 
dieta;  ingestión  de  tóxicos  como  alcohol,  cocaína,  tabaco 
y otros,  conducta  inapropiada  o arriesgada  y riesgo  de 
suicidio  u homicidio. 

A.  Earmacoterapia 

Todos  los  psicofármacos  pasan  la  barrera  placentaria, 
de  la  sangre  al  cerebro  y a la  leche  materna."'  La  seguridad 
en  el  uso  de  los  mismos  durante  el  embarazo  no  está 
determinada  ni  garantizada  por  la  información  científica 
al  presente.^  Sin  embargo  nos  veremos  recetándolos 
luego  de  contrapesar  los  riesgos  vs.  los  beneficios.  Como 
guía  general,  en  el  uso  de  los  mismos  se  sugiere  considerar 
lo  siguiente: 

1.  Observar  y evaluar  a la  paciente  hospitalizada  sin 
medicarla  por  los  primeros  dos  o tres  días.  Este 
período  nos  servirá  de  base  para  comparaciones 
futuras. 

2.  Evitar  medicar  previo,  o durante  el  primer  trimestre 
del  embarazo,  es  entoces  cuando  el  riesgo  de  terato- 
genia  es  más  alto.  El  segundo  trimestre  es  relativa- 
mente seguro  para  el  uso  de  los  psicofármacos, 
aunque  se  ha  descrito  la  llamada  teratogenia  con- 
ductal:*  trastornos  en  conducta  observado  durante  el 
desarrollo  extrauterino  en  niños  cuya  madre  recibió 
psicofármacos  en  el  segundo  trimestre. 
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3.  El  tercer  trimestre,  aunque  es  el  de  menos  riesgo  en 
términos  de  teratogenia,  es  el  responsable  por  los 
efectos  secundarios  que  aparezcan  en  el  bebé.  Los 
psicofármacos  promueven  la  inducción  de  enzimas 
hepáticas  y su  metabolismo  y eliminación  es  más 
lento  en  el  recién  nacido  que  en  el  adulto.  La  concen- 
tración de  los  mismos  en  el  sistema  nervioso  fetal  es 
alta.  La  disminución  progresiva  durante  las  últimas 
tres  semanas  del  embarazo  hasta  llegar  a la  dosis 
terapéutica  mínima  o ninguna  suele  ser  la  medida 
preventiva  del  síndrome  de  retirada  en  el  recién 
nacido. 

4.  No  usar  benzodiazepinas  o hipnóticos.  Contraindi- 
cados por  su  potencial  teratogénico,  adictivo  y 
acumulativo  en  el  sistema  fetal.  Antes  de  recetar 
benzodiazepinas  a cualquier  mujer  debemos  pre- 
guntar por  su  última  menstruación,  actividad  sexual 
y planificación  familiar. 

5.  Siempre  comenzar  con  la  dosis  mínima  y aumentar 
lenta  y progresivamente  hasta  alcanzarel  efecto  tera- 
péutico deseado. 

6.  La  reducción  (“tapering  down’’)  debe  ser  gradual  y 
lenta  (en  cualquier  momento  del  embarazo  y al 
cambiar  medicación). 

7.  Cuidado  con  medicamentos  nuevos  en  el  mercado: 
“mejor  viejo  conocido  (Doxepin)  que  nuevo  por  cono- 
cer’’ (Lluoxetine,  Bupriopion).’’ 

El  Uso  de  Neurolépticos 

Como  con  cualquier  otro  psicofármaco  lo  evitaremos 
recetar  durante  el  primer  trimestre  en  particular  durante 
el  primer  mes,  aunque  es  posible  tener  que  hacerlo  ante 
una  psicosis  muy  desorganizada  con  alto  riesgo  suicida,  u 
homicida.  En  ese  caso  usaremos  dosis  bajas  y divididas  de 
un  neuroléptico  de  alta  potencia.  Ej.  Haldol  Imgp.o.tid 
por  el  tiempo  mínimo  necesario  para  controlar  los 
síntomas.  Aunque  sus  efectos  teratogénícos  no  han  sido 
probados  así  tampoco  su  seguridad  o garantía.  Algunos 
casos  aislados  de  focomelias  han  sido  reportados  en  la 
literatura.^ 

Su  uso  durante  el  segundo  trimestre  es  relativamente 
seguro.  En  el  tercer  trimestre  reduciremos  la  dosis  gra- 
dualmente hasta  descontinuarlo  dos  o tres  semanas  antes 
del  parto.  Así  evitaremos  el  síndrome  extrapiramidal  en 
el  neonato,  el  cual  se  presentará  con  una  frecuencia  pro- 
porcional a la  dosis  recibida  en  las  últimas  semanas.^  Este 
se  caracteriza  por  debilidad,  en  particular  al  chupar, 
temblores,  hipertono,  reflejos  primitivos  pobres  y leuco- 
penia.  Es  posible  la  presentación  de  hiperbilirubinemia  e 
ictericia.*  La  llamada  teratogenia  conductal  mencionada 
anteriormente  consiste  en  una  fase  depresiva  durante  la 
primera  semana  de  nacido  seguido  por  una  fase  agitada 
por  los  próximos  siete  meses.  En  el  manejo  de  una 
paciente  psicótica  embarazada  y hospitalizada  en  nuestra 
unidad  psiquiátrica  se  planificó  la  reducción  gradual  de 
Haldol  Img  po  tid  durante  el  último  trimestre.  Esta  se 
puso  de  parto  en  las  36  semanas  cuando  recibía  1 mg  po 
diario.  La  bebé  nació  saludable  sin  observarse  síntoma 
alguno  semanas  después  del  parto.  La  paciente  decidió 


no  lactar.  De  haber  lactado  hubiésemos  tenido  que 
mantener  la  dosis  de  Haldol  más  baja  posible  para  con- 
trolar los  síntomas  psicóticos  y de  estos  aumentar  su 
intensidad  y cantidad,  hubiésemos  tenido  que  suspender 
la  lactancia  natural.  Esta  paciente  requirió  ser  medicada 
con  Doxepin  75mg  diarios  durante  todo  el  segundo  y 
tercer  trimestre  por  su  profunda  depresión  melancólica  y 
la  frecuente  aparición  de  delirios  nihilistas  o de  negación 
tal  como  los  de.scribiese  Cotard’  en  el  1982:;  “mi  familia  no 
existe,  todos  desaparecieron;  no  poseo  nada  y la  comida 
no  me  pasa  porque  se  destruyeron  mis  intestinos.’’  Afor- 
tunadamente respondió  favorablemente  al  Haldol  y 
mantuvimos  suprimido  el  delirio  con  Img  diario,  dosis 
que  se  aumentó  en  el  post  parto  a 2mg  tid. 

El  Uso  de  los  Antidepresivos 

Al  igual  que  con  los  neurolépticos  sus  efectos  teratogé- 
nicos  no  han  sido  probados.  El  efecto  anticolinérgico 
directo  sobre  el  neonato  se  manifiesta  por  retención 
urinaria,  estreñimiento,  sequedad  de  mucosas  y taqui- 
cardia.^’ ’ Como  síndrome  de  retirada  se  presenta 
dificultad  respiratoria,  cianosis  periférica,  hipertónia 
(temblor,  clonus,  espasmos)  e hipotérmia.'^  Este  síndrome 
puede  durar  varios  días  por  las  limitaciones  fisiológicas 
del  recién  nacido  para  metabolizar  y eliminar  la 
medicación.  Como  el  manejo  hospitalario  de  la  depresión 
es  más  fácil  que  el  de  la  psicosis  podemos  planificar  la 
disminución  y eliminación  de  los  tricíclicos  con  varias 
semanas  antes  del  parto.  En  casos  donde  el  riesgo  suicida 
sea  alto  y la  respuesta  a los  antidepresivos  pobre,  se 
recomienda  la  terapia  electroconvulsiva  asegurándose 
una  buena  oxigenación  durante  el  procedimiento.  Su 
efectividad  es  mayor  y rápida  que  con  los  antidepresivos, 
reportándose  un  máximo  de  5%  en  complicaciones  lo 
cual  es  igual  o menos  que  en  la  población  general  de 
partos  normales  y menos  que  en  las  pacientes  embara- 
zadas tratadas  con  antidepresivos  solamente,'^’ 


El  Uso  de  Carbonato  de  Litio 

Está  indicado  para  tratar  la  fase  mánica  del  desorden 
bipolar.  Usado  durante  el  primer  trimestre  se  han  repor- 
tado diferentes  malformaciones  en  particular  las  cardio- 
vasculares.'^ Si  se  usa  durante  el  último  trimestre  hay  que 
recordar  que  los  niveles  en  la  sangre  del  bebé  serán  más 
altos  que  en  la  de  la  madre  por  lo  que  puede  nacer  el 
llamado  “floppy  baby”  con  hiperquinésis  inicial  seguido 
por  hipotónia,  letargo,  pobres  reflejos  primitivos, 
cianosis  e hipotiroidismo.'^  Además  se  presenta  desba- 
lance electrolítico,  aumento  de  creatinina  y BUN,anor- 
malidades  electrocardigráficas  y el  cuadro  clínico  de 
gota.'*  Estos  cambios  aunque  reversibles  nos  complican 
el  cuido  del  recién  nacido.  Para  la  madre  existe  el  riesgo 
de  intoxicación  de  litio  post-parto  debido  a la  retención 
del  mismo  secundario  a la  diuresis  fisiológica."*  La  con- 
centración de  litio  en  la  leche  materna  será  de  un  30-50% 
menor  a la  que  se  encuentre  en  la  sangre  materna."*  Por 
todo  lo  anterior,  el  uso  del  litio  queda  contraindicado  en 
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el  primer  trimestre  y durante  el  resto  del  embarazo  debe 
tenerse  mucha  cautela  en  particular  su  retirada  gradual 
durante  las  últimas  semanas.  En  casos  en  que  el  litio  sea 
administrado  durante  el  primer  trimestre,  el  test  de  ultra- 
sonido del  corazón  fetal  puede  detectar  la  anormalidad 
más  común  que  es  la  malformación  de  Ebstein  de  la  vál- 
vula tricuspidea. 

Otros  Psicofarmacos 

Múltiples  malformaciones  se  han  reportado  con  el  uso 
de  las  benzodiazepinas  durante  el  primer  trimestre  del 
embarazo,  en  particular  el  labio  leporino  y el  paladar 
hendido.'*  Con  el  lorazepan  (Ativan)  y el  oxazepan 
(Serax)  no  se  han  reportado  casos.  Si  se  usan  durante  el 
tercer  trimestre  se  presenta  el  “floppy  baby”  mencionado 
anteriormente. 

Los  barbitúricos  se  contraindican  por  las  malforma- 
ciones descritas  y por  el  síndrome  de  retirada  provocado 
por  la  dependencia  fisiológica.  Sin  embargo  su  uso  es 
común  con  pacientes  epilépticas  y en  la  experiencia 
clínica  no  se  ha  identificado  ningún  patrón  o tipo  de  mal- 
formación especifica.  Con  el  amo  y fenobarbital  existe  el 
riesgo  de  hemorragias  fetales,'’  las  cuales  son  prevenibles 
con  la  administración  de  vitamina  K durante  las  últimas 
semanas  del  embarazo. 

El  meprobamato  (Miltown)  aunque  no  se  le  han 
reportado  malformaciones  provoca  dependencia  y 
síndrome  de  retirada.  Con  el  hidrato  de  doral  no  se  han 
reportado  anomalías  en  humanos,  pero  sí  en  animales 
experimentales. 

Lactancia 

No  solo  es  favorable  por  los  aspectos  nutricionales  e 
inmunológicos,  también  favorece  y facilita  el  desarrollo 
psicológico  saludable  en  la  relación  materno  infantil.  Es 
dentro  de  ese  vínculo  de  reciprocidad  donde  el  joven  ego 
se  nutrirá  para  poder  desarrollarse  saludablemente.  A la 
madre  le  facilita  salir  del  rol  de  embarazada  y ubicarse  en 
el  maternal  donde  el  ser  competente  psicobiológica  y 
fisiológicamente  (ser  buena  madre)  le  gratificará  su 
propio  ego  y la  reafirmará  en  su  nuevo  papel.  En  algunos 
casos  será  de  beneficio  para  su  condición  psiquiátrica. 

Todos  los  medicamentos  mencionados  se  encuentran 
en  muy  bajas  concentraciones  en  la  leche  materna,  pero 
es  importante  señalar  que  el  neonato  elimina  lentamente 
y que  la  concentración  en  su  tejido  nervioso  es  30  veces 
más  que  en  la  sangre.  El  efecto  sedante  se  manifestará  con 
una  disminución  en  el  estado  de  alerta,  menos  enérgicos 
en  el  chupar  y lento  en  ganar  peso. 

La  decisión  la  tomará  la  madre  luego  de  exponerle  lo 
anterior  en  momentos  diferentes  y asegurarnos  que 
entiende  perfectamente  los  beneficios  de  lactar  contrape- 
sados con  los  efectos  secundarios  de  los  medicamentos  en 
el  recién  nacido.  En  los  casos  donde  el  carbonato  de  litio 
sea  necesario,  la  opción  de  lactar  no  es  factible  y se  le 
explicará  a la  madre  el  porqué. 

Aspecto  Eticos  y Legales 

Pueden  surgir  dificultades  en  precisar  donde  terminan 
los  derechos  de  la  madre  para  rehusar  hospitalización, 
medicación  o exigir  el  alta  contra  consejo  médico.'*  Sola- 
mente una  sólida  relación  de  confianza  facilita  la 


solución.  La  discusión  abierta  y en  presencia  del  gine- 
cólogo, el  psiquiatra  y el  esposo  es  fundamental.  Allí  se 
expondrán  expectativas,  posibilidades  del  uso  y/o 
cambios  de  medicación,  efectos  secundarios,  adelantar  el 
parto,  cesárea,  esterilización  y otros.  Los  acuerdos  y con- 
sentimientos deben  quedar  por  escrito,  firmados  y con 
testigos  y es  conveniente  revisarlos  periódicamente  parti- 
cularmente luego  de  cambios  en  el  estado  mental  de  la 
paciente  y/o  en  el  plan  de  tratamiento. 

Cuidado  Prenatal 

La  paciente  debe  ser  vista  con  bastante  frecuencia  y si 
es  posible  por  un  solo  ginecólogo.  Esto  reforzará  la 
relación  médico-paciente  que  de  por  sí  en  estos  casos 
suele  ser  frágil. 

El  peso  y la  nutrición  merecen  una  atención  especial. 
La  evaluación  frecuente  de  la  calidad  en  la  alimentación 
así  como  la  determinación  de  hemoglobina  pueden 
revelar  patrones  anormales  en  la  alimentación  como  son 
la  pica,  anorexia  nervosa  y/o  bulimia.  La  pérdida  de 
peso  es  frecuentemente  la  alerta  sintomática  de  la  depre- 
sión. Cuando  esta  es  exageradamente  anormal  se  reportan 
niños  prematuros  en  mayor  proporción  que  en  la  pobla- 
ción general.  En  casos  extremos  y muy  raramente,  la 
retardación  mental  por  deficit  de  aminoácidos  puede 
ocurrir.  La  evaluación  de  la  nutricionista-dietista  su 
intervención  directa  con  la  paciente,  sus  recomenda- 
ciones así  como  el  seguimiento  por  enfermería  suele  dar 
mejor  resultado  que  cuando  el  psiquiatra  o ginecólogo 
son  los  vigilantes  de  la  alimentación,  área  que  puede 
convertirse  en  la  de  resistencia  abierta  de  la  paciente  ante 
la  aceptación  del  embarazo  y sus  consecuencias,  cual- 
quiera que  esta  sean  en  el  plano  real  o simbólico.  No 
obstante  las  precauciones  anteriores,  si  el  peso  es 
subnormal  y la  paciente  ha  sido  medicada,  una  serie  de 
ultrasonidos  esta  indicada.  Esto  promueve  un  mejor 
vínculo  feto-materno,  le  disminuye  la  ansiedad  a la 
paciente  y le  trasmite  apoyo  y seguridad.  Si  se  detectase 
alguna  anomalía  la  paciente  debe  ser  informada, 
preparada  y las  debidas  consultas  a pediatría,  neonato- 
logía  y cirugía  iniciadas. 

Aspectos  Contratransferenciales 

Son  nuestras  actitudes  y formas  de  relacionarnos  con 
la  paciente  que  aumentarán  su  resistencia  a colaborar  con 
el  tratamiento  y reforzarán  los  síntomas  clínicos.  Como 
su  origen  es  inconsciente  es  muy  difícil  reconocerlos  indi- 
vidualmente. Es  por  ello  imprecindible  que  el  equipo 
multidisciplinario  se  reúna  la  menos  una  vez  por  semana 
para  abiertamente  compartir  su  experiencia  individual, 
su  participación  en  el  plan  de  tratamiento  y sus 
emociones  relacionadas  (coraje,  culpa,  impotencia, 
desencanto,  frustración).  Al  compartirlas,  perderán  su 
efecto  limitante  individual  y reconoceremos  el  objetivo 
terapéutico  común.  La  participación  de  Terapia  Ocupa- 
cional  suele  ser  de  gran  ayuda  en  el  aspecto  de  reconocer 
lo  que  representa  el  embarazo.  Al  proveer  actividades 
usando  el  concepto  de  “objeto  intermediario”  o transi- 
cionaf’  le  facilita  a la  paciente  “concretizar”  en  un  objeto 
o actividad  la  representación  simbólica  y el  ensayo  a 
través  del  mismo  de  las  alternativas  para  su  aceptación. 
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El  Post  Parto 

Al  observar  cuidadosamente  las  primeras  72  horas 
podremos  identificar  la  posición  normal,  psicótica  o 
deprimida  de  la  madre  al  relacionarse  con  su  bebé. 
Cuando  el  rechazo  es  evidente,  el  equipo  debe  elaborar 
un  plan  favorecedor  del  vínculo  madre  hijo.  La  función 
de  enfermería  es  de  auxiliar  y facilitar  que  la  madre 
asuma  y realize  su  rol.  Si  la  salud  del  recién  nacido  lo 
permite,  este  debe  compartir  la  misma  habitación  de  la 
madre  con  una  enfermera  siempre  presente  y un  ambiente 
de  tranquilidad,  privacidad  y comodidad.  Cuando  nose 
dé  una  relación  saludable  entre  madre  e hijo,  trabajo 
social  debe  explorar  alternativas  de  madre  substituías 
dentro  de  la  familia  o fuera  de  ella  y en  el  peor  de  los  casos 
iniciar  el  proceso  de  adopción. 

Ante  situaciones  especiales  de  muerte  neonatal,  retar- 
dación o malformaciones,  el  equipo  debe  facilitar  el 
proceso  de  aceptación  y luto.  Esto  incluye  el  hablar  abier- 
tamente de  la  pérdida  y aclarar  que  no  fue  causado  por 
algo  que  la  paciente  hizo  o no  hizo.  En  el  caso  de 
anomalías  relacionadas  con  la  medicación  (ej:  Epstein)  se 
le  debe  recordar  que  esta  fue  necesaria  e indicada.  En  el 
caso  de  muerte  fetal,  si  la  madre  no  quiere  ver  el  cadaver, 
deben  tomarse  fotos  del  mismo  (autorizadas)  por  si  en  un 
futuro  son  deseables  y necesarias  para  la  aceptación  por 
la  madre.  Siempre  debemos  compartir  nuestra  pena  y 
señalar  posibilidades  futuras  de  embarazo  y su  pro- 
nóstico. 
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PRUEBA  EDUCACION  MEDICA 


Escoja  la  mejor  respuesta 

1.  Un  recién  nacido  cuya  madre  recibió  psicofármacos 
en  el  embarazo;  deprimido  y que  luego  presenta 
exitación  por  varios  meses  sufre  de: 

a)  Retirada  de  Tricíclicos 

b)  Intoxicación  por  benzodiazepinas 

c)  Teratogenia  conductual 

d)  Síndrome  extrapiramidal 

2.  La  madre  tiene  la  opción  de  lactar  excepto  cuando 
esta  siendo  medicada  con: 

a)  benzodiazepinas 

b)  carbonato  de  litio 

c)  tricíclicos 

d)  neurolépticos 

3.  La  anormalidad  fetal  más  común  que  produce  el 
carbonato  de  litio  es: 

a)  retardación  mental 

b)  labio  leporino 

c)  deformidad  de  Epstein 

d)  paladar  hendido 


4.  El  tratamiento  indicado  en  una  paciente  embarazada 

(1er.  trimestre)  deprimida,  psicótica  y suicida  es: 

a)  neurolépticos 

b)  benzodiazepinas 

c)  antidepresivos 

d)  Terapia  Electroconvulsiva 

5.  El  “floppy  baby”  es  el  resultado  del  uso  de 

psicofármacos  durante: 

a)  1er  trimestre 

b)  2do  trimestre 

c)  3er  trimestre 

d)  lactancia 

Cierto  o Falso 

6.  A menor  edad,  mayor  riesgo  de  problemas 
psiquiátricos  durante  el  embarazo. 

7.  El  insomnio  en  una  paciente  embarazada  debe 
tratarse  con  Dalmane  30  mg  p.o.  h.s.  por  varias 
semanas. 

8.  El  tercer  trimestre  del  embarazo  es  el  de  menor 
riesgo  teratogénico. 

9.  De  los  psicofármacos,  solo  el  carbonato  de  litio 
pasa  a la  leche  materna 

10.  La  concentración  de  psicofármacos  en  la  leche 
materna  es  mayor  que  en  la  sangre. 
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EDUCACION  MEDICA  CONTINUADA 


La  Asociación  Médica  de  Puerto  Rico  ( AMPR)  es  una 
institución  acreditada  para  ofrecer  Educación  Médica 
Continuada  (EMC).  La  AMPR  ha  determinado  que  este 
ejercicio  académico  reúne  los  criterios  para  1 hora- 
crédito  de  EMC  categoría  I para  la  Asociación  Médica 
Americana  y para  la  oficina  de  Reglamentación  y 
Certificación  de  Profesionales  de  la  Salud.  Al  final  del 
año  se  enviará  un  Certificado  de  6 créditos  a quienes 
hayan  cumplido  los  requisitos.  Para  obtener  crédito 
favor  de  seguir  las  instrucciones  que  se  detallan  a 
continuación. 

1.  Leer  el  artículo  detenidamente  y seleccionar  la 
contestación  correcta  a cada  pregunta  de  la  prueba  en  el 
espacio  que  se  provee  para  ello.  Cada  pregunta  tiene  una 
sola  respuesta. 

2.  Retener  una  copia  de  la  hoja  de  respuestas  para  que 
pueda  cotejar  sus  contestaciones  con  la  clave  que  se 
publicará  en  números  subsiguientes  del  Boletín.  Se  debe 
obtener  una  puntuación  sobre  70%  para  obtener  crédito. 

3.  Llenar  la  hoja  de  registro  y enviarla  antes  de  la  fecha 
que  se  especifica  en  la  misma.  La  hoja  debe  ser  enviada 
con  un  cheque  o giro  a favor  de  la  Asociación  Médica  de 
Puerto  Rico  a la  siguiente  dirección:  Asociación  Médica  de 
Puerto  Rico,  Instituto  de  Educación  Médica.  Apartado 
9387,  Santurce,  Puerto  Rico  00908. 


Hoja  de  Registro  EMC 


BOLETIN  ASOCIACION  MEDICA  DE  PUERTO  RICO 
Manejo  de  la  Embarazada  con  Problemas  Psiquiátricos 
Junio  1990 


NOMBRE  _ 
DIRECCION 


SEGURO  SOCIAL  LICENCIA 

NUMERO  DE  REGISTRO  

Para  obtener  crédito  el  sobre  debe  tener  matasellos  de 
correo  no  más  tarde  del  1ro.  Agosto  de  1990 
SU  CHEQUE  DEBE  ACOMPAÑAR  ESTE  FORMULARIO 

Socios  AMPR  $10.00  por  certificado 
No-Socios  AMPR  $20.00  por  certificado 


Contestaciones  Correctas 

Educ.  Med. 

Cont.  de  Febrero 

I)  b 

6)  a 

2)  c 

7)  c 

3)  c 

8)  a 

4)  d 

9)  a 

5)  c 

10)  d 
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ARTICULO  ESPECIAL 


El  Futuro  de  la  Salud  Pública  en  Puerto  Rico* 

Raúl  A.  Marcial-Rojas,  MPH,  MPA,  JD,  MD** 


Me  honra  y agradezco  la  deferencia  de  los  direc- 
tores de  la  Asociación  de  Salud  Pública  de 
Puerto  Rico  por  la  gentil  invitación  para  participar  en 
esta  mesa  redonda  junto  a tan  distinguidos  y apreciados 
panelistas.  Con  gran  candidez,  les  confieso  que  me  sentí 
como  en  mi  casa,  cuando  la  doctora  Elizabeth  Sánchez, 
coordinadora  de  este  panel,  me  asignó  el  tema  de  la 
educación  de  los  profesionales  de  la  salud.  Sin  embargo, 
muy  recientemente,  la  tranquilidad  de  mi  ocio  creador 
fue  conmovida,  cuando  la  doctora  Sánchez  me  pidió  que 
sustituyera  al  orador  abridor  de  esta  mesa  redonda,  el 
doctor  José  Manuel  Saldaña,  por  tener  este  último  que 
salir  del  país  en  gestiones  de  su  cargo.  Trataremos  de 
cumplir  con  tan  difícil  encomienda  de  actuar  de 
“bateador  emergente”  en  sustitución  de  tan  apreciado 
“cuarto  bate”.  Esto  es,  por  viaje  del  amigo  Rector  a la 
Madre  Patria,  me  convierten  por  arte  de  birlibirloque,  en 
buen  castellano,  en  un  “Keynote  Speaker”. 

Nuestra  encomienda,  en  el  día  de  hoy,  es  abordar  el  tan 
fascinante  como  inagotable  tópico  de  la  Salud  Pública,  e 
intentar  sugerir  o predecir,  a modo  de  “politólogo  salu- 
brista”,  el  futuro  de  dicha  “megadisciplina”  en  su  amplio 
abanico  de  posibilidades  durante  esta  última  década  del 
Siglo  XX  que  recién  comienza  y en  los  albores  del 
próximo  siglo. 

El  complejo  escenario  de  la  Salud  Pública  es  de  tal 
naturaleza  intrincado,  diverso  y pluralista  que  me  temo, 
como  decía  nuestro  siempre  bien  recordado  doctor 
Conrado  Asenjo,  sólo  podré  ofrecerles  un  “aeroplane 
view”  del  mismo.  Me  propongo  mencionar  algunos  de  los 
más  importantes  y estimulantes  retos  que  enfrenta  y 
enfrentará  la  Salud  Pública  con  el  primordial  propósito 
de  estimular  la  reacción  y participación  de  ustedes  con  el 
insumo  y recomendaciones  correspondientes.  La  aporta- 
ción del  grupo  es  lo  que  perseguimos. 

El  concepto  de  la  salud  en  los  seres  humanos  tiene  una 
aceptación  clara  y precisa:  “el  óptimo  funcionamiento 


*Conferencia  Magistral  de  Apertura  en  la  Quincuagésima  Asamblea  de 
la  Asociación  de  Salud  Pública  de  Puerto  Rico,  6 de  abril  de  1990.  La 
temática  de  la  Mesa  Redonda  en  conmemoración  de  los  primeros 
cincuenta  años  de  la  Asociación  fue  “La  Educación  y los  Servicios  de 
Salud  en  los  Años  1990-2000". 

** Presidente  de  la  Universidad  Centra!  de!  Caribe  y Decano  de  su 
Escuela  de  Medicina:  Profesor  Emérito  de  Patología  de  la  Escuela  de 
Medicina  de  la  Universidad  de  Puerto  Rico 


del  organismo  humano  que  logra  satisfacer  e integrar  sus 
necesidades  biológicas,  sociales  y espirituales”.  Es  por  lo 
tanto  obvio  que  la  salud  humana  abarca  mucho  más  que 
el  funcionamiento  biológico,  y por  ende,  es  imperativo 
reclutar  la  ayuda  del  equipo  de  profesionales  de  la  salud  y 
de  la  comunidad,  para  lograr  identificar  y tratar  de 
resolver  los  hilos  de  su  enredada  madeja. 

Soy  un  fiel  creyente  en  que  la  responsabilidad  primaria 
para  la  salud  personal  descansa  en  el  individuo  y no  en  la 
comunidad.  Esta  premisa  debe  quedar  diáfanamente 
clara  pues  es  determinante  de  la  naturaleza  personal  de  la 
salud  en  todas  sus  dimensiones.  Por  lo  tanto,  es  un  prin- 
cipio ético  de  cuido  médico  que  cada  individuo  es  respon- 
sable por  conservar  y mantener  su  propia  salud,  hasta 
donde  esto  sea  posible. 

No  debemos,  bajo  ningún  concepto,  pensar  que  la  res- 
ponsabilidad personal  por  la  salud  se  limita  meramente  a 
ir  al  médico  u otro  profesional  de  la  salud.  Esto  es  sólo 
una  parte  de  dicha  responsabilidad.  Se  le  atribuye  a 
Hipócrates  un  famoso  dicho:  “El  médico  debe  recetar 
régimen,  medicina  y cirugía.”  “Régimen”  significa  estilo 
de  vida  personal  de  dieta,  descanso,  ejercicio,  hábitos, 
etc. 

Hoy  la  tecnología  médica  todavía  enfatiza  en  los 
aspectos  curativos  de  la  medicina  sobre  los  aspectos  pre- 
ventivos de  la  misma.  Esperamos  que  en  los  próximos 
años  el  centro  vital  para  la  promoción  y el  mantenimiento 
de  la  salud  lo  sea  un  sistema  educativo  reformado  y res- 
ponsable de  enseñar  a nuestra  ciudadanía  a mejorar  sus 
estilos  de  vida  y a mantener  su  salud.  Cuando  hablo  de  un 
sistema  educativo  reformado,  no  sólo  incluyo  los  niveles 
escolares  primarios  y secundarios,  sino  también  la 
educación  universitaria  postsecundaria  y la  profesional, 
muy  en  particular  la  educación  del  médico  y de  otros  pro- 
fesionales de  la  salud.  La  educación  en  salud  coordinada 
a los  distintos  niveles  de  complejidad  y en  forma  progre- 
siva e integrada  es  la  única  lógica  y prometedora  contra 
las  calamidades  resultantes  de  los  estilos  de  vida  de 
nuestra  sociedad.  El  saldo  de  morbilidad  y mortalidad 
que  acarrean  al  ser  humano,  el  tabaquismo,  el  alcoho- 
lismo, la  utilización  de  drogas,  tanto  las  ilegales  como  el 
abuso  de  las  legalmente  prescritas,  la  falta  de  ejercicio,  el 
exceso  en  la  ingesta  de  calorías  y grasas  con  la  conse- 
cuente obesidad  y altos  niveles  de  colesterol,  son  de  todos 
conocidos  y no  amerita  que  nos  adentremos  en  sus 
efectos  patológicos,  tanto  biológicos  como  psicológicos, 
ni  en  su  relación  con  el  constante  estrés  y la  salud  mental. 
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Todo  esto  unido  al  altísimo  costo  económico  reflejado 
por  el  ausentismo,  la  falta  de  productividad  en  el  trabajo, 
la  pérdida  de  vida  útil  y el  deterioro  del  núcleo  familiar. 
Es  esencial  mencionar  también  la  íntima  relación  del  uso 
y abuso  de  drogas  y alcohol  con  la  alta  incidencia  de  acci- 
dentes del  trabajo  y de  accidentes  de  vehículos  de  motor. 

La  próxima  década  tiene  que  proveer  las  formas  y 
maneras,  junto  a los  recursos,  para  enfrentarnos  a dichos 
problemas  de  patología  social  y de  salud  mental.  La 
solución  es  la  prevención  a través  de  la  educación;  al  igual 
que  para  la  lucha  contra  el  SIDA  hasta  tanto  exista 
vacunación  o cura  eficaz  para  esta  enfermedad. 

En  cuanto  a la  salud  mental,  en  Puerto  Rico  hay  que 
promover  unos  esfuerzos  masivos  de  coordinación  entre 
el  gobierno  y el  sector  privado,  para  modernizar  su 
enfoque,  tanto  en  la  prevención,  diagnóstico  temprano, 
como  en  el  manejo  del  paciente.  Sobre  todo,  creo  que  es 
imperativo  comenzar  por  la  integración  administrativa 
y regional  del  paciente  de  salud  mental  dentro  del  sistema 
que  atiende  al  paciente  con  otros  problemas  de  salud.  Soy 
un  ferviente  creyente  del  enfoque  “holístico”  o integral  al 
paciente  y no  compartamentalizarlo  por  órganos  y 
sistemas.  Sugiero  respetuosamente  a nuestro  flamante 
Secretario  de  Salud,  el  buen  amigo  doctor  Soler  Zapata, 
comenzar  con  un  plan  piloto  a nivel  regional,  limitado  a 
una  o dos  regiones  de  salud,  para  que  dentro  de  su  inte- 
gración vertical,  pueda  atenderse  al  paciente  con  pro- 
blemas mentales  desde  sus  mismos  inicios  en  sintomato- 
logía.  Por  supuesto,  es  importante,  que  dentro  de  dicha 
estructura  propuesta,  la  función  de  velar  por  la  salud 
mental  esté  garantizada  por  personal  preparado  en  dicha 
labor  de  equipo  a nivel  primario  y por  personal 
especializado  a nivel  secundario  y terciario.  También 
asegurarse  que  las  asignaciones  presupuestarias  para 
dicha  gestión  sean  adecuadamente  utilizadas.  Es  obvio 
que  esta  idea  amerita  un  estudio  preliminar  y una  planifi- 
cación adecuada,  mucho  más  allá  del  mero  esbozo  aquí 
planteado.  Mi  gran  optimismo  al  respecto  me  lleva  a 
augurar  que  dicho  plan  lograría  una  mejor  atención  al 
paciente  en  los  distintos  niveles  de  complejidad  y más 
cercano  a su  hogar.  También  una  mejor  utilización  de 
recursos  fiscales  y humanos  y un  taller  clínico  de  nivel 
postgraduado  para  la  preparación  de  profesionales  en  el 
campo  de  la  conducta  humana. 

Otro  de  los  grandes  problemas  que  enfrenta  la  salud 
pública  es  el  de  la  contaminación  ambiental  general  y 
específicamente  en  los  talleres  de  trabajo.  Es  un  problema 
de  grandes  proporciones  donde  hay  que  analizar  desapa- 
sionadamente y con  gran  sentido  de  responsabilidad  el 
entrejuego  entre  el  progreso  económico  y tecnológico  y el 
daño  a nuestro  ambiente  y a la  salud  del  trabajador. 
Estoy  seguro  que  se  pueden  lograr  los  medios  adecuados 
para  conservar  nuestro  ambiente  para  el  disfrute  de  las 
generaciones  por  venir.  No  albergo  dudas  que  las  regla- 
mentaciones locales  y federales  para  la  protección  del 
personal  en  sus  talleres  de  trabajo  encarecerán  los  proce- 
dimientos, la  manufactura  y el  precio  del  servicio  o del 
producto  para  el  consumidor.  La  meta  debe  ser  la 
protección  del  ambiente  y de  la  salud  ocupacional  al 
máximo  con  el  mínimo  de  gastos  necesarios  para  lograrlo 
eficazmente. 

No  debemos  de  olvidar  que  la  responsabilidad 


primaria  del  mantenimiento  de  la  salud  debe  ser  del 
individuo.  La  interrogante  que  surge  ante  nosotros  inme- 
diatamente es  la  de  si  existe  o no  un  derecho  constitu- 
cional a la  salud.  Creo  firmemente  que  no  existe  dicho 
derecho  constitucional  o humano  a la  salud,  propiamente 
dicho.  Por  el  contrario,  creo  que  no  existen  dudas  en  la 
mente  de  nadie,  de  que  si  existe  un  derecho  moral  de 
acceso  al  cuido  médico,  aunque  no  sea  uno  de  estirpe 
constitucional. 

La  Constitución  de  los  Estados  Unidos  de  Norte 
América  no  provee  un  señalamiento  específico  al  efecto, 
lo  cual  convierte  el  punto  en  cuestión  en  materia  de 
interpretación  legal.  Hay  argumentos  de  peso  en  ambos 
lados  de  esta  controversia.  Han  expresado  algunos  cons- 
titucionalistas  que  la  cláusula  de  la  “igual  protección”  de 
la  Quinta  y Decimocuarta  Enmiendas  es  violentada 
cuando  los  pobres  y desprovistos  no  pueden  recibir 
servicios  médico-hospitalarios  adecuados  por  razón  de 
su  situación  económica.  El  no  proveerles  dichos  cuidados 
se  alega  constituiría  una  discriminación  aborrecible. 
Otros  juristas  postulan  que  dicho  derecho  al  cuido 
médico  está  fundamentado  en  el  señalamiento  de  la 
Quinta  Enmienda  que  reza  que  ninguna  persona  podrá 
ser  desprovista  de  su  vida,  libertad  o propiedad  sin  el 
debido  proceso  de  ley. 

Los  mismos  argumentos  pudieren  esgrimarse  en 
cuanto  al  derecho  al  cuido  médico  a la  luz  de  la  Carta  de 
Derechos  de  la  Constitución  del  Estado  Libre  Asociado 
de  Puerto  Rico  en  sus  Secciones  Primera  y Séptima.  Los 
padres  de  nuestra  Constitución  incluyeron  en  la  sección 
vigésima  de  la  Carta  de  Derechos,  en  vez  de  un  catálogo 
de  derechos  categóricos  del  ser  humano,  una  serie  de 
aspiraciones  sujetas  al  continuado  desenvolvimiento 
económico  del  país.  Lamentablemente,  el  Congreso 
condicionó  la  vigencia  de  la  nueva  Constitución,  entre 
otros  requisitos,  a que  la  Convención  Constituyente 
aceptara  la  desaprobación  de  la  Sección  20.  De  esta 
forma  se  vulneró  la  libre  derminación  de  nuestro  Pueblo 
y el  derecho  a la  salud  y al  cuido  médico,  entre  otros 
derechos  humanos  de  avanzada  de  índole  social  y 
económico.  Verdaderamente,  en  la  práctica,  el  sistema 
público  de  salud  en  Puerto  Rico  responde  en  gran  medida 
como  si  existiera  dicho  derecho. 

En  los  Estados  Unidos  hay  al  día  de  hoy  37  millones  de 
ciudadanos  sin  seguro  de  salud  que  no  están  protegidos 
por  un  derecho  al  cuido  médico.  La  garantía  constitu- 
cional de  la  igual  protección  de  las  leyes  ha  sido  una 
fuente  de  protección  débil  para  el  enfermo  indigente, 
primordialmente  porque  éstos  no  cualifican  para  el 
escrutinio  especial  bajo  el  análisis  judicial  tradicional  de 
la  igual  protección.  El  Tribunal  Supremo  Federal 
consistentemente  ha  visto  en  su  historial  jurisprudencial, 
la  deprivación  de  necesidades  básicas  de  la  vida 
únicamente  como  manifestaciones  de  un  sistema  de 
clasificación  de  beneficios.  Por  esta  razón  existe  muy 
poca  oportunidad  de  que  el  cuido  médico,  o el  acceso  al 
mismo,  puedan  considerarse  como  un  derecho.  Dicha 
jurisprudencia,  tanto  de  la  Corte  de  Burger,  y más 
patentemente  de  la  presente  Corte,  indica  que  la  mayoría 
de  los  jueces  no  reconocerían  al  presente,  ni  en  un  futuro 
previsible,  categoría  de  Derecho  Fundamenlal  a\  acceso  al 
cuido  médico.  Sugerimos  que  si  no  se  trata  el  acceso  al 
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cuido  médico  como  un  derecho  fundamental,  por 
muchas  razones,  especialmente  económicas,  los  reclamos 
al  acceso  del  cuido  médico  son  de  suficiente  importancia 
en  una  democracia  social  para  garantizarle  los  más  altos 
niveles  de  escrutinio  judicial  y evitar  cualquier  acción  del 
gobierno  que  ponga  en  peligro  a personas  al  privarles  del 
necesario  cuidado  médico. 

Otra  preocupación  real  en  la  agenda  de  la  salud  que 
debe  enfrentarse  con  planificación  y recursos  adecuados 
es  el  aumento  problacional  acelerado  en  los  grupos 
mayores  de  60  años  y la  reducción  de  los  grupos  de  edad 
jóvenes  (15  años  o menos)  y joven  adulta  (15a  44años).  A 
esto  ha  contribuido  en  gran  medida  la  reducción  en  la 
natalidad  y la  emigración  programada  y estimulada  de 
las  últimas  décadas.  El  factor  de  una  mortalidad  en 
descenso  no  es  tan  importante  como  los  anteriores,  pero 
también  contribuye  a ensanchar  la  pirámide  poblacional 
en  los  años  de  la  senescencia. 

Es  dramático  el  envejecimiento  de  nuestra  población  y 
la  necesidad  de  establecer  una  política  pública  certera 
para  proveer  los  servicios  y la  atención  que  dichos 
senescientes  ameritan.  Este  cambio  dramático  se  hace 
patente  si  recordamos  que  la  población  por  encima  de  los 
60  años  representaba  un  5%  de  la  población  general  para 
fines  del  siglo  pasado,  12%  para  el  1980,  y se  anticipa  sea 
un  16%  para  los  albores  del  Siglo  XXL  La  continuada 
reducción  en  los  grupos  jóvenes,  de  24  años  o menos,  es 
también  dramática:  constituían  los  jóvenes  el  79%  de  la 
población  a fines  del  siglo  pasado,  el  51%  en  1980  y se 
proyecta  el  42%  para  los  comienzos  del  próximo  siglo. 

Todo  esto  apunta  que  la  agenda  educativa  gerontoló- 
gica  debe  gozar  de  una  alta  prioridad,  así  como  las  inves- 
tigaciones de  la  biología  y el  comportamiento  del  proceso 
de  envejecimiento.  El  cuido  social  y el  cuido  médico  de 
dicha  población  gravará  enormemente  nuestros  escasos 
recursos  disponibles.  Sobre  todo,  nos  trae  sobre  el  tapete 
el  problema  ético  agobiante  del  racionamiento  de  los 
servicios  de  salud  y la  selectividad  o “triage”  para  la  utili- 
zación de  los  mismos  acorde  unas  prioridades.  Junto  a 
todo  esto,  las  órdenes  de  no  resuscitar,  la  limitación  de 
procedimientos  diagnósticos  y terapeúticos,  las  medidas 
tecnológicas  al  mismo  tiempo  tan  heroicas  como  innece- 
sarias y el  derecho  del  ser  humano  dentro  de  su  auto- 
nomía y libre  determinación  a escoger  el  morir  con 
dignidad,  y el  de  su  familia  inmediata,  si  el  paciente  está 
mentalmente  incompetente,  a hacer  dicha  determinación 
en  consulta  con  el  médico,  dentro  de  un  clima  de  respeto, 
confianza  y compasión.  No  creo  haya  interés  vital  ni 
apremiante  del  Estado  que  justifique  en  estos  casos  de 
envejecientes,  que  ya  han  rendido  su  jornada  y en  nada  se 
puede  mejorar  su  calidad  de  vida,  de  perturbar  con 
procesos  legales  las  relaciones  privilegiadas  del  médico,  el 
paciente  y su  familia  íntima.  Ya  existe  jurisprudencia 
amplia  que  permite  la  remoción  del  tratamiento  tecnoló- 
gico y de  procesos  costosos,  que  solo  resultan  en  prolon- 
gación de  agonía  y no  de  vida  útil,  en  pacientes  en  estado 
de  coma  irreversible  o estado  vegetativo.  También  existe 
jurisprudencia  que  permite  al  paciente  terminal,  mental- 
mente capacitado,  a decidir  sobre  cómo  va  a pasar  sus 
últimos  días.  En  este  verano  el  Tribunal  Supremo  de  los 
Estados  Unidos,  en  el  Caso  Cruzan,  tendrá  la  oportu- 
nidad de  establecer  normas  en  cuanto  a la  remoción  de 
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tubos  de  alimentación,  que  no  son  necesariamente  tecno- 
logía ni  tratamiento  complejo.  Todo  esto,  incluyendo  el 
tema  de  la  eutanasia,  vis  a vis  los  recursos  siempre  escasos 
de  nuestra  sociedad,  es  un  tópico  de  gran  emoción  e 
impacto  que  bajo  ningún  concepto  pretendo  elaborar 
sobre  el  mismo  en  el  día  de  hoy  dado  lo  limitado  del 
tiempo. 

Otro  elemento  para  el  cual  hay  que  lograr  algún 
remedio  es  el  de  la  impericia  profesional.  Es  fundamental 
que  el  paciente  que  reciba  un  daño  por  acción  u omisión 
durante  su  cuido  médico  tenga  derecho  a que  dichos 
daños  sean  resarcidos.  El  problema  fundamental  es  que 
cuando  el  sistema  judicial  decide  que  dicho  paciente 
merece  ser  compensado  por  dichos  daños,  generalmente 
la  decisión  surge  después  de  cinco  a siete  años  de  litigio, 
como  promedio,  y una  gran  cantidad  de  dicha  compensa- 
ción se  desvía  para  gastos  legales.  Una  posible  opción  es 
la  creación  de  un  seguro  sin  culpa,  el  cual  sea  manejado 
por  un  organismo  administrativo,  aunque  al  demandante 
se  le  permita,  si  no  le  satisfacen  las  determinaciones  de 
cuantía  de  dicho  organismo,  recurrir  al  tribunal.  De  esta 
forma  pudiéramos  mejorar  un  poco  el  clima  adversarial 
entre  médico  y paciente  y,  sobre  todo,  los  costos  enormes 
que  conlleva  la  medicina  practicada  en  forma  defensiva. 

¿Y  qué  vamos  a sugerir  para  la  prestación  de  servicios 
de  salud?  En  vista  de  que  dicho  tópico  se  discutirá 
ampliamente  en  turnos  subsiguientes  por  algunos  com- 
pañeros de  panel,  me  limitaré  a dos  comentarios  que 
considero  medulares: 

1.  El  servicio  público  tiene  que  fortalecer  el  cuido 
médico  primario  a nivel  de  centro  de  diagnóstico  o centro 
de  salud  familiar.  Es  esencial  dicho  fortalecimiento  con 
un  equipo  de  salud  que  bregue  con  la  salud  integral  del 
paciente  y en  el  contexto  de  su  familia  nuclear.  Con  un 
enfoque  en  la  promoción  y mantenimiento  de  la  salud  y 
en  los  problemas  psicosociales  que  inciden  en  los  malos 
patrones  de  comportamiento  y estilos  de  vida  ocupa- 
cional,  de  entretenimiento  y de  consumo,  con  los  respec- 
tivos riesgos  que  cada  uno  acarrea. 

Los  referidos  a los  hospitales  secundarios  y terciarios 
debe  formar  parte  de  una  estructura  bien  diseñada  de 
integración  vertical.  Los  servicios  prestados  a dichos 
niveles  deben  ser  de  calidad  y accesibles  a todos  los 
pacientes  de  la  comunidad  que  deseen  utilizarlos  y que  se 
justifique  su  necesidad  médica.  Todo  esto  dentro  de  un 
sistema  regional  decentralizado  y bien  operado. 

2.  El  Departamento  de  Salud  debe  fortalecer  sus  fun- 
ciones de  prevención,  epidemiología,  estadísticas  demo- 
gráficas y de  información  médica,  social  y económica  que 
provea  las  herramientas  ágiles  para  la  planificación 
eficiente  ante  los  problemas  que  hay  que  enfrentar.  Dicho 
banco  de  información  debe  ser  capaz,  dentro  de  la  tecno- 
logía moderna  de  las  computadoras  y la  informática,  de 
reaccionar  con  la  premura  necesaria  que  requiera  la 
situación  a resolver.  Las  áreas  de  calidad  ambiental, 
educación,  control  de  alimentos,  agua,  etc.,  son  otras 
dependencias  para  mejorar  y modernizar  con  los  recursos 
necesarios.  En  fin,  dedicar  muchos  más  recursos  a la  pre- 
vención y mantenimiento  de  la  salud  general  como 
primera  prioridad.  En  cuanto  a los  servicios  curativos  de 
salud  se  debe  trazar  un  plan  que  utilice  con  la  mayor 
eficiencia  y eficacia  las  posibles  relaciones  entre  el  sector 
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público  y la  empresa  privada.  Desde  luego,  el  Departa- 
mento deberá  retener  la  gestión  vital  de  establecer  la 
política  pública  y conducir  una  auditoría  operacional  de 
calidad  sobre  estos  servicios  privatizados.  Las  relaciones 
entre  el  Departamento  de  Salud  y Administración  de 
Facilidades  y Servicios  de  Salud  y las  universidades  y 
escuelas  de  medicina  debidamente  acreditadas,  deben 
proveer  para  el  desarrollo  de  Centros  Médicos  Académicos 
que  garanticen  la  preparación  del  personal  adecuado 
para  las  profesiones  de  la  salud  y la  calidad  de  los  servi- 
cios médicos  al  paciente. 

Los  problemas  sobre  la  educación  general  y profesional 
de  la  salud  serán  temas  sobre  los  cuales  oiremos  más 
adelante.  Suficiente  es  mencionar  que  sin  estándares 
adecuados  de  calidad  en  la  educación  y en  el  ejercicio  de 
las  distintas  profesiones  de  la  salud  no  podremos  lograr 
los  cambios  necesarios.  Al  presente  existen  dos  estándares 
disímiles  para  la  acreditación  de  los  programas  que 
preparan  a nuestros  profesionales  de  la  salud,  uno  de  las 
agencias  acreditadoras  especializadas  de  los  Estados 
Unidos  y el  otro  del  Consejo  de  Educación  Superior.  El 
primero,  para  la  educación  pública  y privada,  y el 
segundo  para  la  educación  privada.  Esta  dicotomía  y 
duplicación  se  complica  aun  más  cuando  se  le  otorgó  al 
Tribunal  Examinador  de  Médicos,  en  la  Ley  22  de  1931, 
según  enmendada,  el  poder  de  acreditar  las  escuelas  de 
medicina  extranjeras  que  voluntariamente  se  someten  a 
dicho  proceso.  Como  si  esto  fuera  poco,  se  añaden 
enmiendas  a dicha  ley  y se  permite  funcionar  a una 
escuela  de  medicina  extranjera  en  Puerto  Rico,  para 
estudiantes  puertorriqueños,  en  franco  conflicto  con  la 
Ley  3 1 de  1976,  que  requiere  que  toda  institución  privada 
de  educación  post-secundaria  universitaria  debe  ser  auto- 
rizada para  operar  en  Puerto  Rico  por  el  Consejo  de 
Educación  Superior. 

Nuestros  programas  acreditados  de  educación  médica 
graduada  están  en  peligro  por  el  exceso  de  utilización  de 
los  residentes  en  labores  de  servicio,  por  la  falta  de 
adecuada  supervisión  de  los  “attendings”,  en  muchos 
casos,  por  la  falta  de  recursos  y tecnología  adecuada  en 
otros,  y por  el  impacto  que  sobre  ellas  tiene  el  doble 
estándard  de  la  educación  médica  subgraduada  en  Puerto 
Rico.  Todo  esto  debe  de  ser  resuelto  a la  mayor  brevedad 
para  poder  contar  con  excelencia  en  el  cuido  médico.  Es 
lastimoso  que  por  lo  menos  40%  de  los  médicos  con 
licencia  en  Puerto  Rico  solo  tengan  un  año  de  internado 
mal  llamado  “jíbaro”  y ningún  otro  adiestramiento  orga- 
nizado, cuando  en  los  Estados  Unidos  casi  el  100%  de  los 
médicos  ejerciendo  la  profesión  cuentan  con  por  lo 
menos  tres  años  de  entrenamiento  postgrado  acreditado 
por  el  Accreditation  Council  on  Graduate  Medical 
Education  (ACGME). 

Debemos  recordar  que  los  indicadores  de  salud  mejo- 
raron notablemente  en  Puerto  Rico  desde  el  1940  secun- 
dario al  mejoramiento  socio-económico  de  aquella  revo- 
lución pacífica  y no  por  los  servicios  y avances  de  la 
medicina  curativa: 

• El  Agua  potable  borró  de  las  estadísticas  vitales  las 
tasas  enormes  de  gastroenteritis  como  una  de  las  princi- 
pales causa  de  muerte. 

• El  mejoramiento  económico  que  permitió  el  uso  de 
zapatos  por  nuestro  campesinado  y las  facilidades  de 


alcantarillado  prácticamente  son  los  únicos  responsables 
de  la  baja  dramática  en  la  incidencia  de  morbilidad  y 
mortalidad  en  enfermedades  parasitarias  del  tracto 
digestivo. 

• La  eliminación  del  hacinamiento  en  arrabales  por  la 
construcción  de  mejor  vivienda  y el  mejoramiento  en 
dieta  redujo  enormemente  la  tisis  pulmonar. 

• La  fumigación  y la  eliminación  de  pantanos,  etc., 
eliminó  totalmente  la  alta  morbilidad  y mortalidad  de  la 
malaria. 

• La  vacunación  redujo  dramáticamente  la  morbilidad 
y la  mortalidad  de  enfermedades  virales  y las  bacterianas 
que  como  difteria  y tétano  acarreaban  una  gran  morta- 
lidad. 

• Podemos  también  decir  que  el  progreso  económico, 
la  educación,  la  electrificación  rural,  etc.,  trajo  estilos  de 
vida  y trabajo  que  fueron  muy  importantes  en  la  disminu- 
ción de  la  natalidad. 

Pero  al  mismo  tiempo  dicha  modernización  nos  trajo 
unos  cambios  de  estilo  de  vida  con  riesgos  ocupacionales, 
riesgos  de  hábitos  poco  saludables  de  entretenimiento  y 
patrones  de  consumo  perjudiciales  a la  salud.  También  el 
ambiente  social  y físico  se  ha  deteriorado  y al  día  de  hoy 
la  morbilidad  y mortalidad  de  enfermedades  y condi- 
ciones asociadas  a dichos  cambios  y hábitos  constituyen 
uno  de  los  problemas  más  agobiantes  de  nuestra 
sociedad. 

Es  por  todos  conocidos  que  el  sistema  de  cuidado 
médico  es  a modo  de  una  red  donde  capturamos,  en  gran 
medida,  las  víctimas  de  enfermedades  y condiciones 
causadas  por  factores  emocionales  adversos  y riesgos  del 
comportamiento.’  Se  ha  postulado  el  “concepto  del 
campo  de  la  salud”  (“Health  Field  Concept”)’,  ^ que 
propone  que  todos  los  problemas  de  salud  se  originan  de 
uno  o de  una  combinación  de  cuatro  elementos: 
(1)  biología  humana,  (2)  ambiente,  (3)  estilo  de  vida  y 
(4)  organización  del  sistema  de  cuidado  médico.  En  el 
elemento  de  la  biología  humana  se  incluye  la  genética, 
envejecimiento  y enfermedades  degenerativas.  En  el 
factor  ambiente  se  incluyen  asuntos  externos  al  cuerpo 
humano  sobre  los  cuales  el  individuo  tiene  muy  poco  o 
ningún  control,  tales  como  alimento,  aire,  agua  y la 
calidad  de  las  medicinas.  Los  factores  ambientales 
pueden  ser  físicos,  sociales  o psicosociales. 

Estilo  de  vida  es  definido  como  el  agregado  de  deci- 
siones individuales  que  afectan  la  salud  y sobre  las  cuales 
se  tiene  un  mayor  o menor  control.  En  este  grupo  se 
incluyen  los  riesgos  ocupacionales,  los  patrones  de 
consumo  y los  riesgos  de  entretenimiento  o diversión. 
Ejemplos  de  éstos  son  el  uso  y abuso  de  alcohol  y drogas, 
inactividad  física,  etc. 

El  cuarto  y último  componente  de  este  modelo  lo 
representa  la  cantidad,  calidad  y la  forma  diseñada  para 
la  utilización  de  recursos  para  el  cuido  médico,  en  otras 
palabras,  el  llamado  sistema  de  prestación  de  servicios  de 
salud  (Fig.  1). 

La  Tabla  U’  ^ demuestra  como  contribuye  cada  uno  de 
los  elementos  del  concepto  del  campo  de  la  salud  en  la 
mortalidad  a causa  de  accidentes  de  automóviles.  Es 
obvio  que  el  estilo  de  vida  es  el  factor  contributorio  de 
mayor  trascendencia. 
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Figura  1 
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El  concepto  del  “campo  de  salud”  asume  que  todos  los  problemas  de 
salud  surgen  de  uno  o más  aspectos  de  la  biología  humana,  ambiente, 
estilo  de  vida  y/o  sistemas  de  cuidado  médico.  De  F.  Marc  La 
Force,  M.D,  The  Pharos/Winter  1990. 


Tabla  1 


Contribución  de  los  Elementos  del  Concepto  de  la  Salud 
a la  Mortalidad  por  Accidentes  de  Transito* 


Estilo  de  vida 

69% 

Ambiente 

18% 

Sistema  de  cuidado  médico 

12% 

Biología  Humana 

1% 

*Dever,  GEA:  An  epidemiological  model  for  health  policy  analysis. 
Social  Indicators  Research  2:453-66,  1976;  p.  462,  Table  2. 


En  la  Tabla  2^’  ^ se  pondera  la  participación  contribu- 
toria  de  cada  uno  de  los  elementos  del  concepto  del 
campo  de  la  salud  a las  principales  causas  de  mortalidad. 

En  la  Tabla  3^’  “ se  compara  el  porcentaje  de  gastos 

del  presupuesto  federal  de  1976  en  atender  cada  uno  de 
los  componentes  del  modelo  del  campo  de  la  salud  con  la 
distribución  porcentual  que  cada  uno  de  éstos  contribuyó 
a la  mortalidad  prematura  de  1980.  Es  obvio,  aunque  los 
datos  son  de  dos  años  distintos,  a cuatro  años  plazo  el 
uno  del  otro,  que  se  utiliza  sobre  90%  de  los  recursos 
disponibles  en  cuido  de  servicios  médicos  cuando  una 
inversión  mínima  fue  asignada  a la  investigación  bio- 
médica,  al  control  del  ambiente  y a la  educación  para 
modificar  los  estilos  de  vida  que  juntos  fueron  respon- 
sables de  sobre  90%  de  las  causas  de  mortalidad. 

Todo  lo  arriba  expuesto  nos  conduce  a confirmar: 
(1)  la  falta  de  integración  entre  los  factores  que  inciden 
sobre  la  salud  individual  y comunal  y (2)  la  mala  distri- 
bución de  los  escasos  recursos  fiscales  y humanos  para 
resolver  nuestros  problemas  de  salud. 

Podemos  presumir,  por  la  experiencia  de  muchos  años 
y los  datos  disponibles  de  nuestro  sistema  de  salud,  que 
con  toda  probabilidad  ( 1 ) el  cuidado  terciario  tiene  muy 
poco  impacto  en  la  expectativa  de  vida  de  nuestra 
población,  (2)  los  pagos  en  el  sistema  de  salud  están 
primordialmente  dirigidos  a la  compensación  por 
servicios  curativos,  (3)  la  mortalidad  prematura  es,  en 
gran  medida,  el  resultado  de  estilos  de  vida  poco  saluda- 
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Tabla  2 


Distribución  Proporcional  Porcentual  de  Factores  Contributorios 
a la  Mortalidad  por  los  Cuatro  Elementos  del  Concepto  de  Campo 
de  Salud* 


Causa  de  Muerte 

Sistema 
de  Salud 

Estilo 
de  Vida 

Ambiente 

Biología 

Humana 

Enfermedad 

cardiovascular 

12 

54 

9 

28 

Cáncer 

10 

37 

24 

29 

Accidentes 
vehículos  de 

motor 

12 

69 

18 

1 

Otros  accidentes 

14 

51 

31 

4 

Suicidio 

3 

60 

35 

2 

Homicidio 

0 

66  , 

30** 

5 

Diabetes 

6 

26 

0 

68 

•Dever,  GEA:  An  epidemiological  model  for  health  policy  analysis. 
Social  Indicators  Research  2:453-66,  1976,  p,  462,  Table  2. 

**Figure  revised.  G.E.  Alan  Dever  1 9R9:  personal  communication. 


Tabla  3 


Comparación  de  la  Distribución  del 
Presupuesto  Federal  de  Salud  (1976) 
y la  Mortalidad  Acorde  los  Cuatro  Elementos  del 
Concepto  de  Campo  de  Salud 


Elementos 

Porciento 

Porciento 

Campo  de 

Mortalidad 

Asignaciones 

Salud 

Prematura* 

Federales** 

Sistema  de  cuidado 

médico 

8 

90.7 

Biología  humana 

21 

6.7 

Ambiente 

21 

1.5 

Estilo  de  vida 

50 

1.1 

(En  1976  los  gastos  del 
$38  billones.) 

presupuesto  federal  de 

salud  ascendieron  a 

*Millar,  J.D.  Future  of  prevention.  Paper  read  at  the  15th  Annual 
Immunization  Conference,  Denver,  Colorado,  March  11,  1980. 
Mimeographed,  Table  3. 


**Dever,  GEA.  An  epidemiological  model  for  health  policy  analysis. 
Social  Indicators  research  2:453-66,  1976  p,  464.  Table  4. 


bles  y (4)  los  fondos  que  se  utilizan  en  investigación,  en 
conservar  y modificar  el  ambiente  y en  educación  y otras 
modalidades  para  prevenir  o corregir  los  malsanos  estilos 
de  vida  son  insuficientes  y desproporcionados  a la  impor- 
tancia de  estos  factores  en  la  mortalidad  prematura  de 
nuestro  conciudadanos. 

Aquí  está  el  reto  para  la  década  que  comienza  y para  el 
próximo  milenio  que  se  avecina.  Es  claro  el  aldabonazo 
que  nos  llama  a enfatizar  la  promoción  de  la  salud  y la 
prevención  de  la  enfermedad  para  mejorar  considerable- 
mente nuestra  salud.  La  llamada  es  a mejor  utilizar  los 
recursos  y a variar  el  énfasis  en  nuestros  programas  de 
educación  médica,  del  cuidado  terciario  al  escenario  del 
cuidado  ambulatorio,  al  desarrollo  de  destrezas  en 
cuidado  primario  y al  fortalecimiento  de  los  programas 
de  medicina  interna  general,  pediatría  general,  medicina 
de  fami'ia  y epidemiología  clínica. 
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Fulminant  Wilson’s  Disease:  A Report 

Esther  A.  Torres,  MD 
Anibelle  Allieri,  MD 
Miguel  Tellado,  MD 


Summary:  A 21  y/o  female  presented  with  fulminant 

hepatic  failure  and  hemolysis.  On  the  basis  of  the  clinical 
presentation,  levels  of  ceruloplasmin  and  serum  copper  a 
presumptive  diagnosis  of  Wilson's  disease  was  made.  In 
spite  of  supportive  measures  and  hemodialysis,  the  patient 
died  one  week  after  admission.  Postmortem  examination 
showed  cirrhosis  and  increased  copper  stores  in  the  liver, 
corroborating  the  clinical  diagnosis  of  Wilson’s  disease. 
Study  of  the  four  siblings  revealed  that  two  are  carriers,  one 
is  healthy  and  one  may  have  the  disease.  Wilson’s  disease  is 
a rare  cause  of  fulminant  hepatic  failure  that  must  be 
suspected  specially  when  hemolysis  is  associated  to  the 
clinical  picture.  This  mode  of  presentation  is  virtually  fatal 
and  early  liver  transplantation  is  the  best  form  of  therapy. 

Wilson’s  disease  is  a genetic  defect  of  copper  metabolism 
consisting  of  abnormal  accumulation  of  copper  in 
the  tissues,  most  prominently  in  the  liver  and  brain.  The 
abnormal  gene  is  found  in  chromosome  13,  and  inheri- 
tance is  autosomic  recessive.  A defect  in  the  excretion  of 
copper  into  the  bile  is  thought  to  be  the  cause  of  the  exces- 
sive accumulation  of  the  metal  in  the  tissues,  with  the 
consequent  clinical  manifestations.  Hepatic  disease  and 
neurologic  syndromes  are  the  usual  presentations.'’  ^ 
Fulminant  hepatic  failure  associated  to  intravascular 
hemolysis  is  an  infrequent  but  usually  fatal  form  of  pre- 
sentation.The  diagnosis  is  often  missed  but  must  be 
suspected  in  any  young  patient  presenting  with  hemolysis 
and  liver  failure.  We  will  report  a patient  seen  by  us  that 
illustrates  this  problem. 

Case  Report 

A 21  y/o  female  with  no  previous  history  of  liver 
disease  or  systemic  illness  was  admitted  on  March  8, 1986 
with  a two-day  history  of  jaundice.  She  was  well  until  two 
weeks  prior  to  admission  when  she  developed  anorexia, 
distaste  for  food,  asthenia,  nausea,  epigastric  pain  and  leg 
edema.  Increase  in  the  severity  of  symptoms  prompted 
admission. 

Past  history  was  negative  except  for  the  use  of  oral  con- 
traceptives, which  were  discontinued  by  her  gynecologist 


From  the  Department  of  Medicine  of  the  University  of  Puerto  Rico 
School  of  Medicine  and  the  Departments  of  Medicine  and  Pathology  of 
Auxilio  Mutuo  Hospital. 


two  days  prior  to  admission.  Her  last  menstrual  period 
had  been  one  week  before.  There  was  no  history  of  drug 
abuse,  ethanol  intake,  blood  transfusions,  contact  with 
jaundiced  persons,  or  family  history  of  liver  disease.  Her 
parents  are  first  cousins. 

Physical  exam  on  admission  revealed  an  acutely  ill, 
well  oriented,  deeply  jaundiced  female.  Vital  signs  were: 
P-128/min,  BP  120/80,  RR-34/min,  T-39  C.  Positive 
findings  in  addition  to  jaundice  were  marked  epigastric 
and  right  upper  quadrant  tenderness,  liver  palpable 
2 cms.  below  the  right  costal  margin,  and  pitting  edema 
of  the  legs.  There  was  no  ascites,  stigmata  of  chronic  liver 
disease  or  neurologic  findings. 

Admission  laboratories  showed  a hemoglobin  of  8.6 
gms%,  46000  white  blood  cells/mm^  with  86%  polymor- 
phonuclears,  1 1%  lymphocytes,  1%  monocytes,  1%  bands, 
and  1%  metamyelocytes.  Platelets  were  270,000/mm\ 
The  peripheral  smear  showed  nucleated  RBC’s  anisocy- 
tosis,  poikilocytosis,  basophilic  stippling,  polychromato- 
philia,  spherocytes  and  hypersegmented  polymorpho- 
nuclears.  Reticulocytes  were  10.9%.  Coombs  test  (direct 
and  indirect)  was  negative.  PT  was  17.3  sec  with  a 
control  of  12.2  sec,  PTT  was  34.6  sec  with  a control  of 
26.8  sec,  total  bilirubin  was  18.6  mg%,  SCOT  212 
lU/dL,  SGPT  31  lU/dL,  LDH  1140  lU/dL,  alkaline 
phosphatase  29u  (normal  to  85  u),  BUN  14mg%, 
creatinine  1.4  mg%,  total  protein  5.63gm%,  albumin 
2.99  gm%  and  cholesterol  83  mg%.  She  was  started  on 
intravenous  fluids.  A bone  marrow  aspiration  revealed  a 
hypercellular  marrow  with  hyperplasia  of  the  red  cells, 
megaloblasts  and  increased  iron  stores.  On  the  basis  of 
the  marrow,  peripheral  smear  and  clinical  picture,  the 
diagnosis  of  intravascular  hemolysis  was  made  by  the 
hematologist,  and  transfusions  and  steroids  were  given. 
Fulminant  Wilson’s  disease  was  considered  and  further 
tests  were  ordered.  A slit  lamp  examination  could  not  be 
performed  due  to  the  patient’s  progressive  deterioration. 
Over  the  next  two  days,  the  urine  output  decreased,  and 
asterixis  was  noted.  Serum  ammonia  at  this  time  was  70 
umol/L  (normal  11-35  umol/L).  Lactulose,  cimetidine, 
fresh  frozen  plasma,  piperacillin  and  sodium  bicarbonate 
were  added  to  the  therapy.  By  that  time,  the  PT  and  PTT 
had  become  markedly  prolonged,  and  bilirubin  was 
49.6  mg%.  The  hemoglobin  stabilized  around  9.5  gms%. 
The  severe  leukocytosis  with  immature  forms  and 
nucleated  RBC’s  in  the  peripheral  blood  persisted 
through  her  hospital  stay.  Four  days  after  admission,  the 
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Fulminant  M'ilson's  Piscase:... 


patient  had  developed  ascites  and  become  more  lethargic. 
Exchange  transfusion  was  unsuccessful  and  hemodialysis 
was  started.  The  next  day,  she  developed  seizure-like 
movements,  and  the  neurologist’s  impression  was  of 
metabolic  encephalopathy.  Meanwhile,  the  following 
additional  laboratory  results  had  been  obtained:  Hepatitis 
profile  (for  Hepatitis  A and  B)  was  negative,  TORCH 
titers  revealed  only  a Rubella  titer  of  1:54,  serum  copper 
was  179  ug/dL  (normal  70-155),  and  serum  cerulo- 
plasmin was  <16  mg/dl  (normal  20-40  mg/dL).  Chest 
X-Ray,  abdominal  sonogram  and  human  chorionic 
gonadotropin  had  also  been  negative,  as  well  as  a gyne- 
cologic examination.  Supportive  measures  and  hemodia- 
lysis were  continued,  but  the  patient’s  deterioration  pro- 
gressed and  she  died  seven  days  after  admission.  Autopsy 
findings  revealed  a mixed  macro-micronodular  cirrhosis 
with  regenerative  nodules,  fatty  metamorphosis,  marked 
cholestasis,  ballooning  degeneration,  alteration  in  the 
limiting  plates,  and  few  Mallory  and  acidophilic  bodies. 
Fibrous  bands  showed  marked  bile  duct  proliferation 
and  neocapillarization.  Increased  copper  was  demons- 
trated using  special  stains  (Figs.  1 and  2).  These  histolo- 
gical findings  and  subsequent  study  of  her  siblings 
(table  I)  confirmed  the  clinical  diagnosis  of  Wilson’s 
disease.^’  " 


Figure  1.  Fiver  histology  (II  & E) 


Figure  2.  Fiver  histology  (Copper  stain) 


Table  1 


Copper  Studies  in  the  Family 

Serum 

Serum 

Uri  ne 

Hepatic 

Dx 

Ceruloplasmin 

Copper 

Copper 

Copper* 

20-40  mg/dl 

70-155 

ug/dF 

50  mcg/F 

50  mcg/gdw 

Father 

17 

45 

nl 

HT 

Mother 

29 

1 13 

nl 

HT 

Patient 

16 

179 

increased 

stain 

WD 

Sister  1 

30.4 

113 

nl 

NF 

Sister  2 

12 

38 

nl 

200 

HT 

Sister  3 

13 

51 

nl 

306 

0 

Brother 

12 

61 

nl 

136 

HT 

HT  = heterozygote 
WD  = Wilson’s  Disease 
* HT  = 100-200  mcg/gdw 
untreated  WD  250  mcg/gdw 

? = elevated  hepatic  copper,  normal  histology.  Underdose  follow  up. 


Discussion 

Wilson’s  disease  is  a rare  condition,  with  an  incidence 
of  30  cases  per  1 million,  and  a carrier  rate  of  1 in  100. 
The  clinical  picture  is  caused  by  the  toxic  effects  of  copper 
deposits  in  tissue,  most  significant  in  the  liver  and  the 
brain.  The  more  common  liver  presentations  are  chronic 
active  hepatitis  or  cirrhosis,  but  fulminant  hepatic  failure 
without  antecedent  clinical  liver  disease  can  occur.  The 
proposed  mechanism  for  acute  liver  failure  is  the  sudden 
redistribution  of  copper  from  the  hepatic  cytoplasm  to 
the  lysosomes  causing  necrosis  of  liver  cells  and  release  of 
copper  into  the  plasma. ''  A hemolytic  crisis  can  present  by 
itself  or  accompanying  fulminant  hepatic  failure. 
Hemolysis  is  caused  by  the  release  of  copper  from  the 
tissoes  into  the  blood,'  causing  oxidative  damage  to  the 
red  cells. ^ Diagnosis  is  based  on  finding  a low  serum 
ceruloplasmin  and  serum  copper  and  increased  urine 
copper,  toghether  with  increased  copper  content  in  the 
liver.  This  latter  makes  the  diagnosis  definite,  since  not  all 
patients  with  Wilson’s  disease  have  a low  cerulo- 
plasmin,^’ ’ and  copper  values  in  the  serum  and  urine 
can  vary  with  the  stage  of  the  disease. 

Wilson’s  disease  manifesting  as  fulminant  hepatic 
failure  is  an  infrequent  presentation  that  is  considered  to 
be  usually  fatal. These  patients  are  young,  and  have  no 
history  of  previous  liver  disease,  although  on  autopsy 
cirrhosis  and  chronic  active  hepatitis  and  present  in 
most.'*"*  The  clinical  course  is  very  short,  lasting  from  a 
few  days  to  three  to  four  months  in  rare  occasions  and  the 
mortality  is  100%.’"*  The  differential  diagnosis  with 
other  causes  of  fulminant  hepatic  failure  should  include 
the  viral  and  toxic  hepatitides.  The  presence  of  Kaiser- 
Fleischer  rings,  hemolysis,  and  elevated  serum  copper 
and  parental  consanguinity  strongly  suggest  Wilson’s 
disease. 

Our  patient  illustrated  most  points  previously  reported 
in  fulminant  Wilson’s  disease.  She  was  a young  female 
with  no  previous  history  of  liver  disease,  with  a flu-like 
illness  preceeding  the  onset  of  jaundice,  hemolysis  and 
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progressive  liver  and  renal  failure.  Her  transaminases 
were  normal  or  mildly  elevated,  she  had  marked  bilirubi- 
nemia,  a low  ceruloplasmin  and  elevated  serum  copper. 
Death  occurred  seven  days  after  admission.  Postmortem 
exam  of  the  liver  showed  cirrhosis  with  increased  copper 
contents. 

Examination  of  all  the  siblings  revealed  a possible 
additional  case,  that  is  presently  under  close  followup 
and  periodic  irivestigation. 

Treatment  of  fulminant  Wilson’s  disease  has  been 
attempted  with  d-penicillamine  alone,  in  combination 
with  hemodialysis  or  incorporated  into  the  peritoneal 
dialysate,  with  hemodialysis  alone  and  with  postdilua- 
tion  hemofiltration.'  Of  all  these  modalities,  the  only  one 
that  has  offered  a transient  response  has  been  postdilua- 
tion  hemofiltration,  as  reported  by  Rakela  and  co- 
workers.’ The  definite  treatment  of  this  otherwise  fatal 
condition  is  liver  transplantation  at  an  early  stage.'»  5,  7,  9 
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Resumen;  Una  paciente  de  21  años  de  edad  presentó 
con  fallo  hepático  fulminante  y hemólisis.  A base  de  la  pre- 
sentación clinica  y los  niveles  de  ceruloplasmina  y cobre 
sérico,  se  sospecho  el  diagnóstico  de  enfermedad  de  Wilson. 
A pesar  de  medidas  de  soporte  y hemodiálisis,  la  paciente 
falleció  una  semana  después  de  ser  hospitalizada.  La 
autopsia  demostró  cirrosis  hepática  con  aumento  en  los 
depósitos  de  cobre,  corroborando  el  diagnóstico  clinico  de 
enfermedad  de  Wilson’s.  Estudios  de  sus  cuatro  hermanos 
revelaron  que  dos  son  portadores  heterocigóticos  de  la 
enfermedad,  una  es  saludable,  y una  puede  que  tenga  la 
enfermedad.  Enfermedad  de  Wilson  es  una  causa  poco 
usual  de  fallo  hepático  fulminante,  y debe  ser  sospechada 
cuando  este  se  asocia  a hemólisis.  Esta  forma  de  presen- 
tación es  uniformemente  mortal,  y la  única  terapia  que 
ofrece  alguna  esperanza  es  transplante  hepático  temprano 
en  el  curso  de  la  condición. 
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Abstract:  A 24  year-old  woman  with  systemic  lupus 

erythematosus  developed  a subcutaneous  nodule  on  the 
back  wich  upon  histopathological  examination  was  found  to 
be  a case  of  phaeohyphomycosis.  To  our  knowledge,  this  is 
the  first  case  of  the  condition  to  be  reported  in  Puerto  Rico. 

Phaeohyphomycosis  is  a clinical  term  coined  by  Ajello'’  ^ 
that  includes  a spectrum  qf  opportunistic  infections 
that  range  from  superficial  to  deep  organ  involvement.  It 
encompasses  a distinct,  heterogenous,  and  important 
group  of  mycotic  infections  in  which  the  etiologic  agent 
occurs  in  tissue  as  pigmented,  dematiaceous  yeastlike 
cells,  pseudohyphae-like  elements,  distorted  hyphae,  or  a 
combination  of  these.  It  has  to  be  differentiated  clini- 
cally, pathologically  and  mycologically  from  chromo- 
blastomycosis, another  cutaneous  mycosis  caused  by 
dematiaceous  fungi. ^ 

To  our  knowledge,  to  this  date  there  has  been  no  docu- 
mentation of  phaeohyphomycois  occuring  in  Puerto 
Rico.  We  describe  a patient  with  systemic  lupus  erythe- 
matous who  presented  with  a localized  subcutaneous 
infection  caused  by  a pigmented  fungal  organism.  We 
consider  this  to  be  the  first  case  of  phaeohyphomycosis 
reported  in  Puerto  Rico. 

Case  Report 

This  is  a 24-year-old  white  female  followed  at  the 
Outpatient  Clinics  of  the  Puerto  Rico  Medical  Center 
since  1983  with  a dignosis  of  systemic  lupus  erythema- 
tous. The  patient  had  been  treated  with  prednisone, 
hydroxychloroquine,  and  topical  corticosteroids  because 
of  severe  cutaneous  lesions.  She  was  also  receiving 
clonidine  for  chronic  hypertension.  On  August  1989  she 
was  seen  in  our  clinic  with  a chief  complaint  of  a painful 
enlarging  mass  on  her  mid-back,  which  began  2 months 
previously,  following  a prick  by  a rose  spine  which 
occured  in  the  backyard  a of  her  Peñuelas  home. 

Physical  exam  was  negative  except  for  her  skin 
findings.  There  were  erythematous  atrophic  telangiec- 
tatic plaques  localized  on  the  face,  “V”  of  chest,  and  the 
arms.  There  were  also  markedly  depigmented  patches 
over  the  forearms  and  dorsum  of  the  hands.  The  lesion  on 
the  mid  back  was  described  as  a localized,  round, 
indurated  subcutaneous  nodule  of  approximately  3 cm. 
in  diameter  with  a small  central  opening.  There  was  no 
evidence  of  ulceration  or  suppuration. 


From  the  Department  of  Dermatology.  University  of  Puerto  Rico. 
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Database  and  other  diagnostic  testing  demonstrated 
decreased  C3  levels  ranging  from  31  to  54  mg/dl  on 
several  tests.  Protein  in  the  urine  varied  between  +1  and 
+4  on  multiple  urine  analyses.  Complete  blood  count 
revealed  WBC  8100;  Hb  13.4,  and  271,000  platelets. 
Differential  was  lymphs  11.6%,  monos  2.1%,  gran 
86.3%.  SMAC  18  was  normal.  Antinuclear  antibodies 
were  positive  with  a speckled  pattern  on  two  different 
trials  and  VDRL  was  nonreactive  on  two  occasions. 
EKG  and  chest  x-ray  were  normal. 

Excisional  biopsy  was  performed  under  local  anesthesia 
and  with  aclinicaldiagnosisofepidermoidcyst  vsforeign 
body  granuloma. 

Histopathology  of  the  lesion  showed  a pseudocystic 
structure  lined  by  a fibrous  wall  that  on  its  inner  side 
demonstrated  a dense  and  diffuse  infiammatory  infiltrate 
composed  of  numerous  multinucleated  giant  cells,  lym- 
phocytes and  histiocytes.  Within  the  giant  cells  there  were 
many  dematiaceous  yeast-like  cells  and  pseudohyphae 
like  elements  (Eig.  1) 

After  six  months  of  follow-up,  the  patients  was  found 
to  be  free  of  any  remaining  lesions. 


Figure  1.  Granulomatous  inflammation  with  intracellular  pigmented 
yeast-like  cells  and  pseudohyphae. 


Discussion 

Phaeohyphomycosis  is  an  opportunistic  infection  that 
has  been  reported  in  most  parts  of  the  world.  It  encom- 
passes a heterogenous  group  of  mycotic  infections  caused 
by  “black”  or  dematiaceous  fungi  which  in  tissue  show 


269 


Phaeohyphomycosis  - First  Case  in... 


Bol.  Asoc.  Med.  P.  Rico  - Junio  1990 


dark  pigmentation,  yeast-like  cells,  pseudohyphae-like 
elements  and  hyphae.'"^ 

Phaeohyphomycosis  should  be  differentiated  from 
chromoblastomycosis,  which  is  also  a clinical  entity 
caused  by  dematiaceous  fungi.  Chromoblastomycosis, 
which  was  first  reported  to  occur  in  Puerto  Rico  by 
Carrion^  in  1947,  encompasses  chronic,  localized  infec- 
tions usually  affecting  cutaneous  and  subcutaneous 
tissues.  The  histology  of  chromoblastomycosis  demons- 
trates light-yellow  brown  bodies  that  appear  as  rounded 
yeasts  with  thick,  planate,  septal  walls  often  grouped  in 
chains.  Thse  bodies,  also  referred  to  as  copper  pennies  or 
sclerotic  bodies  are  absent  in  the  lesions  and  abcesses  of 
phaeohyphomycosis. It  is  interesting  to  note  that  the 
same  organism  may  cause  both  phaeohyphomycosis  or 
chromoblastomycosis,  depending  on  the  interaction 
between  organism  and  host. 

The  most  common  etiologic  agent  in  phaeohyphomy- 
cosis in  the  USA  is  Exophiala  jeanselmei.  Wangiella  der- 
matitidis  has  been  reported  more  commonly  in  the 
Japan.  Colonies  of  E.  jeanselmei  growing  on  potato- 
dextrose  are  rapid  growing,  often  yeast-like  and  olive 
black  initially,  becoming  olive-gray  and  velvety  with  a 
raised  center.  It  can  be  differentiated  from  the  colonies  of 
W.  dermatitidis  which  are  slower-growing,  and  of  some 
what  less  gray  in  color. 

Cutaneous  lesions  due  to  E.  jeanselmei  usually  present 
as  solitary,  discrete,  asymptomatic,  well-encapsulated 
subcutaneous  nodules.^  The  lesions  may  occur  on  the 
feet,  legs,  hands,  arms,  neck  or  other  body  sites.  In  a 
number  of  instances,  the  patients  recall  punture  wounds 
at  the  involved  sites.  The  overlying  epidermis  is  usually 
not  involved.  Later,  the  central  area  of  the  nodule  can 
become  necrotic,  resulting  in  the  formation  of  an  encap- 
sulated abscess  in  which  purulent  fluid  can  be  aspirated. 
On  the  other  hand,  lesions  caused  by  W.  dermatitidis* 
consist  of  small  erythematous  papules  and  small  satellite 
pustules  around  the  primary  lesions,  or  plaques  with 
granular  to  verrucous  surfaces  and  fine  scaling. 

Most  of  the  reported  cases  have  been  in  patients  in 
rural  occupations.  The  fungi  have  been  recovered  from 
plant  material,  wood  and  soil.  There  is  a sex  prevalence 
favoring  men  over  women  with  a 2:1  ratio.  There  is  a 
greater  incidence  in  patients  with  underlying  diseases 
such  as  diabetes  mellitus  and  systemic  lupus  erythema- 
tosus. 

Histopathologically,  subcutaneous  phaeohyphomy- 
cosis caused  by  E.  Jeanselmei  demonstrates  palisading 
epithelioid  macrophages,  foreign  body  or  Langhan’s  type 
giant  cells,  lymphocytes,  neutrophils,  and  occasionally 
eosinophils  with  the  formation  of  abscesses.^  The  fungi  is 
prominent  in  the  walls  of  the  abscess  but  can  be  seen  in 
other  areas  also.  E.  jeanselmei  form  brown  hyphae 
between  2-6  mm  in  diameter,  which  are  short,  irregularly 
swollen,  septate  and  branched  or  unbranched  Yeast-like 
cells  with  thickened  walls  may  be  seen  singly  or  in  chains. 
Subcutaneous  lesions  caused  by  W.  dermatitidis  show 
an  infiltrate  around  selected  dermal  capillaries  wich 
consist  of  eosinophils,  epithelioid  cells  and  Langhan’s 
giant  cells.  The  fungal  element  can  be  seen  within  giant 
cells  and  in  the  tissue,  and  consist  of  solitary  yeast-like 


cells  in  short  chains  or  short  hyphae.  They  are  brown  with 
thicker  walls  and  transverse  septae. 

The  diagnosis  can  be  established  by  examining  speci- 
mens taken  from  purulent  aspirate,  abscess  material  or 
skin  scraping  and  examining  the  material  on  a micros- 
cope slide  with  potassium  hydroxide.  As  in  this  case, 
tissue  specimen  showing  the  characteristic  pathological 
findings  can  be  used  to  establish  the  diagnosis. 

Aspirate,  scrapings  and  tissue  specimens  are  satisfac- 
tory for  cultures  and  should  be  innoculated  into 
Sabourand’s  glucose  agar,  forming  visible  colonies 
whithin  1 to  2 weeks  of  incubation.  Mycoserology  is  not 
useful  for  the  diagnosis  of  phaeohyphomycosis. 

Subcutaneous  lesions  showing  small  localized  invol- 
vement can  be  treated  with  surgical  excision.  Some  physi- 
cians prefer  to  use  S-fluorocytocyne  in  conjunction  with 
the  surgical  removal  of  the  lesion.  South  et  aL  recently 
reported  successful  treatment  of  subcutaneous  phaeohy- 
phomycosis caused  by  E.  jeanselmei  with  ketoconazole.’ 
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de  ia  Enfermedad  de  ias  Arterías  Coronarias 
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El  ácido  acetilsalicílico,  comúnmente  conocido  como 
la  aspirina  ha  sido  reconocido  como  un  agente  con 
propiedades  anti-inflamatorias  y analgésicas  por  muchos 
años.  Sin  embargo,  no  fue  hasta  finales  de  la  década  del 
I960  cuando  se  descubrió  su  capacidad  para  inhibir  la 
agregación  de  las  plaquetas  y de  ahí  su  efecto  antitrombó- 
tico. Durante  la  próxima  década,  esa  última  propiedad 
pudo  relacionarse  a la  inhibición  irreversible  de  la  ciclo- 
oxigenasa,  una  enzima  esencial  para  la  síntesis  de  las 
prostaglandinas. 

Tan  pronto  se  tuvo  conocimiento  de  las  propiedades 
antitrombóticas  de  la  aspirina  se  pensó  en  su  posible  utili- 
zación en  la  prevención  de  la  trombosis  coronaria.  Sin 
embargo,  dos  factores  dieron  al  traste  con  esa  esperanza: 

1)  que  para  esa  época  se  mantuvo  en  duda  el  papel  que 
desempeñaba  la  trombosis  en  la  generación  de  los 
infartos  del  miocardio, 

2)  que  varios  estudios  clínicos  grandes  en  los  cuales  se 
utilizaron  inhibidores  de  la  agregación  de  plaquetas 
solo  lograron  mostrar  muy  poco  beneficio. 

Recientemente,  mediante  varios  estudios  clínicos 
mejor  diseñados  ha  podido  demostrarse  de  forma  con- 
vincente la  efectividad  antitrombótica  de  la  aspirina  en 
pacientes  con  enfermedad  natural  de  las  arterias  corona- 
rias, enfermedad  de  las  arterias  coronarias  en  pacientes 
que  han  tenido  desvíos  coronarios  y en  pacientes  con 
enfermedad  cerebrovascular  extracraneal. 

Para  llenar  los  objetivos  de  esta  discusión  habremos  de 
resumir  brevemente  los  datos  objetivos  informados  en 
esos  estudios  sobre: 

1)  el  efecto  de  la  aspirina  en  la  prevención  primaria  del 
infarto  del  miocardio. 

2)  su  efecto  en  pacientes  con  angina  inestable. 

3)  su  utilidad  en  pacientes  con  infarto  del  miocardio. 

4)  su  posible  utilización  en  pacientes  con  angina  crónica 
estable. 

Utilidad  de  la  Aspirina  en  la  Prevención  Primaria  del 
Infarto  del  Miocardio 

Por  muchos  años  el  aspecto  de  la  terapia  con  aspirina 
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fue  un  tema  de  debate  y especulación. 

El  primer  informe  médico  abarcador  sobre  este  tema 
fue  publicado  en  julio  de  1988  en  el  “New  England 
Journal  of  Medicine”  como  un  informe  preliminar  del 
“Physician’s  Health  Study”.  Este  estudio  se  efectuó  con 
la  participación  de  22,701  médicos  varones  en  las  edades 
de  40  a 84  años.  En  el  mismo  se  compararon  con  placebo 
dos  grupos  que  recibieron  terapia:  uno  con  aspirina  (para 
determinar  su  capacidad  para  reducir  mortalidad  cardio- 
vascular) y el  otro  con  beta-caroteno  (para  determinar  la 
capacidad  de  este  agente  para  reducir  la  incidencia  de 
cáncer). 

La  porción  del  estudio  relacionada  a aspirina  fue  ter- 
minada tres  años  antes  de  la  fecha  prevista  debido  a que 
la  tasa  de  infartos  de  miocardio  se  había  reducido  a cerca 
de  la  mitad  entre  los  médicos  que  estaban  recibiendo 
aspirina,  aunque  la  mortalidad  cardiovascular  total  en 
los  dos  grupos  no  era  diferente. 

Casi  simultáneamente  se  publicó  en  el  “British  Medical 
Journal”  otro  estudio  de  prevención  primaria  en  el  cual 
se  utilizó  aspirina  500mg  diarios  versus  ninguna  terapia. 
Este  estudio  también  mostró  una  reducción  en  la  tasa  de 
infartos  de  miocardio  no-fatales  y ningún  efecto  sobre  la 
mortalidad  cardiovascular  total.  Un  dato  preocupante 
proveniente  de  ambos  estudios  fue  que  el  riesgo  para  el 
desarrollo  de  infartos  cerebrales  hemorrágicos  resultó 
mayor  en  los  grupos  que  recibió  aspirina. 

El  informe  final  del  “Physicians  Health  Study”  se 
publicó  en  el  “New  England  Journal  of  Medicine”  el  20 
de  julio  de  1989.  En  dicho  informe  se  reiteró  que  la  aspi- 
rina produjo  una  reducción  de  un  44%  en  el  riesgo  para  el 
desarrollo  de  un  primer  infarto  de  miocardio,  particular- 
mente en  hombres  mayores  de  50  años.  El  dato  prelimi- 
narmente informado  sobre  el  riesgo  aumentado  de  infar- 
tos hemorrágicos  en  aquellos  que  recibieron  aspirina,  se 
determinó  no  ser  estadísticamente  significativo. 


Utilidad  de  la  Aspirina  en  Pacientes  con  Sindromes 
Coronarios  Agudos 

Angina  Inestable 

Tres  estudios  clínicos  han  demostrado  que  la  aspirina 
en  dosis  que  fluctúan  de  325  a 1300mg.  al  día  reduce  el 
riesgo  de  infarto  de  miocardio  más  de  un  50%  al  compa- 
rarse con  placebo. 


271 


¡.a  Aspirina  en  la  Prevención  y el  Manejo... 


So!.  A sor.  Med.  P Rico  - Junio  1990 


Infarto  de  miocardio 

La  utilidad  de  la  aspirina  en  esta  condición  quedó  con- 
cluyentemente demostrada  en  el  estudio  multicéntrico  de 
mayor  alcance  denominado:  “International  Study  of 
Infarct  Survival  (ISIS-2)  Trial”,  en  el  cual  participaron 
17,187  pacientes  de  417  hospitales  en  17  países.  En  el 
mismo  se  demostró  que  los  pacientes  con  sospecha  de 
infarto  de  miocardio  que  recibieron  160mg.  de  aspirina 
tuvieron  una  mortalidad  un  23%  más  baja  al  cabo  de  5 
semanas,  en  comparación  con  aquellos  que  recibieron 
placebo;  en  adición  la  aspirina  redujo  la  tasa  de  re- 
infartos del  miocardio  cerca  de  un  50%.  Cuando  se  utilizó 
aspirina  conjuntamente  con  estreptoquinasa  intrave- 
nosa, la  mortalidad  cardiovascular  se  redujo  un  42%  y la 
tasa  de  re-infartos  del  miocardio  se  redujo  un  50%  en 
comparación  con  el  uso  de  placebo. 

Angina  Crónica  Estable 

No  se  han  publicado  resultados  de  estudios  aleatorios 
sobre  la  terapia  antitrombótica  en  estos  pacientes.  Sin 
embargo,  el  efecto  beneficioso  observado  al  utilizar  aspi- 
rina en  los  pacientes  con  angina  inestable,  hace  pensar  en 
la  posibilidad  de  que  pueda  tener  algún  efecto  positivo  en 
estos  pacientes.  Se  está  en  espera  de  datos  de  algunos 
estudios  en  progreso  que  confirmen  esta  especulación. 


Conclusiones: 

De  todo  lo  discutido  anteriormente  se  puede  razona- 
blemente concluir: 

1 . que  la  aspirina  en  dosis  de  160  a 325  miligramos  al  día 
tiene  gran  utilidad  en  pacientes  con  manifestaciones 
clínicas  de  enfermedad  de  las  arterias  coronarias  y 
que  no  tengan  contraindicaciones  para  su  uso. 

2.  que  la  aspirina  parece  ofrecer  beneficio  para  la  pre- 
vención de  un  primer  infarto  del  miocardio,  especial- 
mente en  hombres  mayores  de  50  años. 
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YOCON* 

YOHIMBINE  HCI 


Description:  Yohimbine  is  a 3a-15a-20B-17a-hydroxy  Yohimbine-16a-car- 
boxylic  acid  methyl  ester.  The  alkaloid  is  found  in  Rubaceae  and  reiated  trees. 
Also  in  Rauwolfia  Serpentina  (L)  Benth.  Yohimbine  is  an  indolalkylamine 
alkaloid  with  chemical  similarity  to  reserpine.  It  is  a crystalline  powder, 
odorless.  Each  compressed  tablet  contains  (1/12  gr.)  5.4  mg  of  Yohimbine 
Hydrochloride. 

Action:  Yohimbine  blocks  presynaptic  alpha-2  adrenergic  receptors  Its 
action  on  peripheral  blood  vessels  resembles  that  of  reserpine,  though  it  is 
weaker  and  of  short  duration.  Yohimbine’s  peripheral  autonomic  nervous 
system  effect  is  to  increase  parasympathetic  (cholinergic)  and  decrease 
sympathetic  (adrenergic)  activity.  It  is  to  be  noted  that  in  male  sexual 
performance,  erection  is  linked  to  cholinergic  activity  and  to  alpha-2  ad- 
renergic blockade  which  may  theoretically  result  in  increased  penile  Inflow, 
decreased  penile  outflow  or  both. 

Yohimbine  exerts  a stimulating  action  on  the  mood  and  may  increase 
anxiety.  Such  actions  have  not  been  adequately  studied  or  related  to  dosage 
although  they  appear  to  require  high  doses  of  the  drug.  Yohimbine  has  a mild 
anti-diuretic  action,  probably  via  stimulation  of  hypothalmic  centers  and 
release  of  posterior  pituitary  hormone. 

Reportedly,  Yohimbine  exerts  no  significant  influence  on  cardiac  stimula- 
tion and  other  effects  mediated  by  B-adrenergic  receptors,  its  effect  on  blood 
pressure,  if  any,  would  be  to  lower  it;  however  no  adequate  studies  are  at  hand 
to  quantitate  this  effect  in  terms  of  Yohimbine  dosage. 

Indications:  Yocon»  is  indicated  as  a sympathicolytic  and  mydriatric.  It  may 
have  activity  as  an  aphrodisiac. 

Contraindirations:  Renal  diseases,  and  patient's  sensitive  to  the  drug.  In 
view  of  the  limited  and  inadequate  information  at  hand,  no  precise  tabulation 
can  be  offered  of  additional  contraindications. 

Warning:  Generally,  this  drug  is  not  proposed  for  use  in  females  and  certainly 
must  not  be  used  during  pregnancy.  Neither  is  this  drug  proposed  for  use  in 
pediatric,  geriatric  or  cardio-renal  patients  with  gastric  or  duodenal  ulcer 
history.  Nor  should  It  be  used  in  conjunction  with  mood-modifying  drugs 
such  as  antidepressants,  or  in  psychiatric  patients  in  general. 

Adverse  Reactions:  Yohimbine  readily  penetrates  the  (CNS)  and  produces  a 
complex  pattern  of  responses  in  lower  doses  than  required  to  produce  periph- 
eral a-adrenergic  blockade.  These  include,  anti-diuresis,  a general  picture  of 
central  excitation  including  elevation  of  blood  pressure  and  heart  rate,  in- 
creased motor  activity,  irritability  and  tremor.  Sweating,  nausea  and  vomiting 
are  common  after  parenteral  administration  of  the  drug.T2  Also  dizziness, 
headache,  skin  flushing  reported  when  used  orally.  ’ ^ 

Dosage  and  Administration:  Experimental  dosage  reported  in  treatment  of 
erectile  impotence, ' 1 tablet  (5.4  mg)  3 times  a day,  to  adult  males  taken 
orally.  Occasional  side  effects  reported  with  this  dosage  are  nausea,  dizziness 
or  nervousness . In  the  event  of  side  effects  dosage  to  be  reduced  to  'k  tablet  3 
times  a day,  followed  by  gradual  increases  to  1 tablet  3 times  a day.  Reported 
therapy  not  more  than  10  weeks.3 
How  Supplied:  Oral  tablets  of  Yocon*  1/12  gr.  5.4  mg  in 
bottles  of  lOO's  NDC  53159-001-01  and  1000’s  NDC 
53159-001-10, 
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The  Role  of  Diet  in  Modulating 
Brain  Metabolism  and  Behavior* 

Carol  Greenwood,  Ph.D.** 


Interest  in  the  relationship  between  diet  and  behavior 
is  not  new.  Through  the  centuries,  people  have 
believed  that  foods  can  influence  mental  well-being  and 
behavioral  functioning.  The  therapeutic  aspect  of  food  is 
thought  to  be  one  of  the  earliest  forms  of  modern 
medicine.  Recently,  public  awareness  and  concern 
regarding  the  impact  of  food  on  behavior  has  increased. 
These  concerns  have  changed  focus  from  malnutrition 
and  low  it  influences  childhood  development  to  concerns 
about  the  role  of  diet  in  the  behavior  of  the  well- 
nourished  individual.  Unfortunately,  with  this  heigh- 
tened awareness  of  the  importance  of  nutrition  in  both 
the  physical  and  mental  health  of  the  individual,  contra- 
dictory information  has  been  passed  on  the  to  the  public. 
As  is  often  the  case,  some  claims  come  from  well- 
founded,  scientifically  sound  experimentation,  while 
other  claims  lack  such  a solid  scientific  base. 

To  examine  the  relationship  between  diet  and  beha- 
vior, the  following  questions  are  addressed  in  a stepwise 
manner.  Why  do  we  eat  what  we  eat?  To  what  degree  is 
the  brain  sensitive  to  food  intake?  Do  food-induced  alte- 
rations in  brain  metabolism  influence  brain  functions 
including  behavior? 

Why  Do  We  Eat  What  We  Eat? 

All  animals  have  strong  instincts  to  consume  food  as  a 
means  to  survive.  Observations  from  the  animal  kingdom 
tell  us  that  animals  are  able  to  consume  appropiate  foods 
to  support  growth  and  to  maintain  body  weight  over  their 
adult  life  span,  thus  suggesting  the  presence  of  strong  bio- 
logical signals  involved  in  hunger  and  satiety.'  Current 
scientific  investigation  is  aimed  toward  understanding 
brain  metabolic  pathways  that  affect  the  feelings  of 
hunger  and  satiety.  Much  is  known  about  these  signals. 
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but  our  understanding,  at  present,  merely  scratches  the 
surface  of  a complex  issue.  One  goal  is  to  find  ways  to 
alter  these  signals  as  a means  to  provide  therapeutic 
support  for  normalization  of  body  weight  and  food 
intake  patterns  in  individuals  who  have  eating  disorders. 

It  would  appear  that  the  same  biological  signals  noted 
in  animals  are  operative  in  humans.  However,  humans 
choose  foods  not  only  to  satisfy  hunger,  but  also  in 
response  to  sociocultural  factors,  such  as  economic 
status,  food  preferences,  health  and  cultural  beliefs. 
Investigators  have  identified  many  of  these  factors  that 
play  major  roles  in  food  choice.^,  ^ Furthermore,  the 
importance  of  these  components  may  change  over  the  life 
span.  Depending  upon  one’s  geographical  location  and 
economic  status,  food  availability  and  affordability  have 
different  degrees  of  importance.  Cultural  backgrounds 
and  taste  preferences  for  foods  are  the  most  important 
factors  controlling  food  selection.^’  ^ Taste  preferences 
change  throughout  the  life  span.  This,  in  part,  is  due  to 
exposure  to  and  familiarity  with  different  foods^  and  also 
is  attributable  to  changes  in  taste  perception  with  aging. ^ 

As  people  age,  their  interest  in  foods  from  a healthful 
standpoint  may  gain  importance.  On  the  contrary, 
interest  in  caloric  density  and  satiety  factors  may  decline. 
Certain  health  conditions  that  require  dietary  change, 
such  as  cardiovascular  disease,  chronic  use  of  certain 
medications  or  edentia  (loss  of  teeth),  affect  the  food 
choices  of  an  individual.^ 

In  general,  human  food  selection  can  be  viewed  from 
the  perspective  that  biological  signals  control  the  time 
and  amount  of  food  consumed  while  sociocultural 
aspects  play  a predominant  role  in  determining  which 
foods  are  consumed.  To  what  degree,  then,  is  the  brain 
sensitive  to  food  intake? 

Food  Consumption  and 
Brain  Chemistry 

It  is  well  documented  that  certain  biochemical  signals, 
which  arise  following  food  consumption,  provide  the 
brain  with  information  about  the  quantity  and  quality  of 
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foods  consumed.  The  brain,  in  turn,  generates  signals 
that  determine  appropriate  food  choices  in  subsequent 
meals.'  The  effect  of  food  on  the  brain  is  mediated  prima- 
rily  through  changes  in  neurotransmitter  synthesis.  Brain 
neurons  use  many  substances  called  neurotransmitters  as 

I chemical  links  for  communications.  Between  30  and  40 
substances  are  currently  listed  as  putative  neurotransmit- 
ters. The  synthesis  of  at  least  five  of  these  substances  may 
' be  influenced  by  the  brain  concentration  of  the  procur- 

isors  necessary  for  synthesis. Diet  can  influence  brain 
concentrations  of  these  precursors  also.*’  ^ 

The  relationship  between  neurotransmitter  synthesis 
and  diet  is  best  understood  for  the  neurotransmitter  sero- 
tonin. Serotonin  is  synthesized  in  the  brain  from  the 
amino  acid  tryptophan.  Consuming  tryptophan  in  pill 
form,  for  example,  will  increase  brain  tryptophan,  levels 
and  promote  the  formation  of  serotonin.'’  This  obser- 
vation assumed  biological  significance  when  it  was  noted 
that  normal  variations  in  meal  composition  produce 
similar  changes  in  brain  serotonin  levels  within  30 
minutes  after  food  ingestion.'’  Surprisingly,  it  is  a 
carbohydrate-rich  meal,  not  a protein-rich  meal,  that 
increases  brain  levels  of  tryptophan  and  promotes  sero- 
tonin synthesis.',  * The  effect  of  carbohydrate  on  brain 
tryptophan  levels  is  secondary  to  insulin  secretion  and 
the  effect  of  insulin  on  plasma  amino  acid  concentra- 
, tions.  The  changes  in  plasma  amino  acid  levels  lead  to 
increased  transport  of  tryptophan  into  the  brain.  In 
i contrast,  protein-rich  meals  tend  to  diminish  serotonin 

Í production.'’ 

• From  the  above  observations,  it  was  hypothesized  that 

i serotonin  is  involved  in  the  regulation  of  protein  and 

1 carbohydrate  intake.'  For  example,  following  a carbo- 

hydrate-rich meal,  brain  serotonin  levels  are  incrased  and 
result  in  the  subsequent  selection  of  a protein-rich  meal, 
while  the  opposite  occurs  when  a protein  rich  meal  is 
consumed  first.  These  data  suggest  that  normal  varia- 
tions in  food  consumption  alter  brain  chemistry  and  that 
’ these  chemical  changes  provide  the  brain  with  important 
information  about  the  quality  of  food  consumed. 

In  contrast  to  these  studies  of  normal  variations  in 
food  intake,  nutrient  deficiencies  can  alter  neurotrans- 
mitter synthesis.  Some  current  research  is  focused  on 
micronutrients  (vitamins  and  minerals)  and  the  role  they 
play  in  supporting  the  metabolism  of  neurotransmitters. 
For  example,  severe  chronic  deficiencies  of  folic  acid, 
pyridoxine  (vitamin  B^),  ascorbic  acid  (vitamin  C),  iron, 
copper  and  zinc  have  been  shown  to  impair  neuro- 
transmiter synthesis  in  experimental  animals.^’  * The 
1 issue  now  raised,  however,  is  whether  or  not  the  brain  is 
i more  sensitive  than  other  tissues  to  fluctuations  in  the 
dietary  and  blood  concentrations  of  these  nutrients. 

I There  is  suggestive  evidence  that  the  brain  may  be  sensi- 
I tive  to  mild  forms  of  iron  deficiency  but  not  that  resulting 
in  overt  anemia.’  The  concern,  then,  is  to  what  degree  do 
micronutrient-poor  diets  affect  brain  metabolism  and 
¡ function?  It  is  important  to  realize  that  noted  variations 
f in  neurotransmitter  synthesis  associated  with  micronu- 
' ’ trient  deficiency  do  not  occur  with  meal-to-meal  varia- 
I tions  in  food  consumption.  Rather,  this  effect  of  diet  on 
brain  metabolism  is  the  result  of  chronic  or  long-term 
I intake.’ 

) 
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There  is  limited  evidence  that  the  kinds  of  fats 
consumed  chronically  in  the  diet  affect  brain  function.*  It 
is  hypothesized  that  this  effect  is  mediated  by  alterations 
in  the  composition  of  brain  cell  membranes.  At  present, 
however,  information  is  confined  to  experimental 
animals  and  the  extrapolation  of  these  data  to  humans  is 
unsubstantiated. 

In  summary,  there  is  documentation  that  the  brain  is 
sensitive  to  food  consumption  with  observed  alterations 
in  neurotransmitter  levels.  Governed  by  the  protein-to- 
carbohydrate  content  of  the  meal  consumed,  meal-to- 
meal  variations  in  food  intake  can  alter  neurotransmitter 
levels.  In  general,  this  effect  of  diet  on  brain  chemistry  is 
only  observed  when  meals  are  rich  in  carbohydrate- 
containing  foods.  In  mixed  meals,  such  as  combinations 
of  protein  and  carbohydrate  foods,  the  opposing  effects 
of  carbohydrate  and  protein  counterbalance  one  another 
so  that  little  or  no  change  in  brain  biochemistry  is  antici- 
pated.'’ ’ In  contrast,  vitamin  and  mineral  deficiencies 
do  not  appear  to  have  any  effect  on  meal-to-meal  varia- 
tions in  food  selection;  rather,  it  is  the  consequence  of 
chronic  dietary  choices.’  To  what  degree,  then,  do  these 
food-induced  variations  in  neurotransmitter  synthesis 
alter  brain  functioning? 

Impact  of  Diet  on  Brain  and  Behavior 

Upon  examination  of  the  relationship  between  diet  and 
brain  function,  investigators  have  focused  on  those  beha- 
viors known  to  be  mediated  by  neurotransmitters  that  are 
sensitive  to  diet.  Diet-induced  alterations  in  serotonin 
metabolism  provide  the  brain  with  important  informa- 
tion which,  in  turn,  affects  food  selection  in  subsequent 
meals.  However,  serotonin  is  involved  in  a number  of 
other  behaviors  including  sleep,  mood,  depression  and 
aggression.’  Therefore,  it  is  logical  to  ask  to  what  extent 
are  these  behavior  also  influenced  by  food  choice? 
Studies  designed  to  measure  the  importance  of  the  com- 
position of  single  meals  demonstrated  that  mood  and 
performance  of  adults  can  be  influenced  by  meal  compo- 
sition.'" For  example,  a high-carbohydrate  meal  increased 
sleepiness  in  females  and  calmness  in  males,  irregardless 
of  age,  and  decreased  sustained  selective  attention  in  both 
males  and  females  over  40  years  of  age.'"  Furthermore, 
older  subjects  complained  that  they  felt  more  tense  and 
less  calm  after  a high-protein  rather  than  a highcarbohy- 
drate  breakfast.'"  This  reported  calming  effect  of  carbo- 
hydrate is  consistent  with  the  known  involvement  of  sero- 
tonin in  behaviors  such  as  sleep.’ 

These  observations  have  relevance  when  addressing 
the  claim  that  sucrose  (table  sugar)  consumption  causes 
hyperactivity  in  children.  Most  of  the  dozen  or  more 
challenge  studies  conducted  with  both  normal  and  hype- 
ractive children  show  that  sucrose  ingestion  either  had  no 
effect  or  decreased  hyperkinetic  associated  symptoms," 
consistent  with  the  carbohydrate-calming  effect  observed 
in  adults.  Therefore,  at  present,  there  is  no  scientific 
evidence  to  support  the  contention  that  sucrose  or  other 
food  ingredients  play  a role  in  aberrant  behavior  in 
children."  In  contrast,  there  is  limited  evidence  that 
micronutrient-poor  diets  influence  brain  function.  Impaired 
cognitive  performance  is  the  most  commonly  measured 
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outcome  variable.  For  example,  iron  deficiency  with 
evidence  of  iron-store  depletion  (but  without  anemia) 
results  in  poorer  cognitive  function  in  infants;  iron 
supplementation  improves  their  performance.’  More 
indirect  evidence  of  the  subtle  relationship  between 
nutrient  status  and  brain  function  has  been  reported  in 
both  children  and  elderly  subjects.  In  a group  of  free- 
living  elderly  persons,  individuals  who  performed  most 
poorly  on  IQ  and  memory  tasks  also  showed  the  lowest 
intake  and  plasma  levels  of  a number  of  B vitamins,  even 
though  biochemical  and  clinical  evidence  of  deficiencies 
was  not  present.”  Unfortunately,  the  effect  of  supple- 
mentation was  not  examined  in  this  study  so  that  no 
cause-and-effect  relationship  could  be  established.  A 
study  of  rural  English  children  provided  evidence  that 
micronutrient  intake  in  a number  of  children  was  mar- 
ginal and/or  inadequate  and  that  supplementation 
resulted  in  improved  cognitive  skills.”  However,  children 
were  randomly  assigned  to  either  the  placebo  or  vitamin 
supplementation  groups  independently  of  their  prior 
dietary  status.  Therefore,  it  is  impossible  to  determine  if 
improvement  was  confined  to  those  children  previously 
consuming  an  inadequate  diet.  While  criticisms  can  be 
raised  regarding  the  designs  of  these  studies,  they  do, 
however,  lend  support  to  the  necessity  to  ensure  adequate 
nutrient  intake  for  optimal  cognitive  function. 

Conclusion 

To  place  the  claims  regarding  diet  and  behavior  in 
perspective,  it  is  important  to  recognize  two  factors. 
First,  the  sociocultural  background  of  an  individual 
plays  a predominant  role  in  determining  food  choices. 
Therefore,  if  dietary  change  is  recommended,  this  can 
only  be  successful  if  the  sociocultural  aspects  of  an 
individual’s  food  selections  are  considered.  Second,  there 
is  evidence  that  composition  of  single  meals  can  affect 
brain  chemistry  and  that  these  metabolic  alterations 
influence  brain  functioning,  including  behavior.  However, 
most  of  these  experiments  have  been  conducted  using 
foods  extremely  high  in  either  carbohydrate  or  protein. 
In  contrast,  individuals  consume  a number  of  foods 
within  a single  meal  so  that  the  mixed  meal  would  be  pre- 
dicted to  have  little  or  no  impact  on  brain  metabolism  or 
function.  Nevertheless,  there  is  evidence  that  a diet 
deficient  in  vitamins  and  minerals  has  a negative  effect  on 
human  performance.  Therefore,  the  chronic  diet  of  an 
individual  must  meet  recommended  intakes  of  these 
nutrients  to  ensure  optimal  brain  functioning. 
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Among  many  yoimg  women,  smoking  is  viewed  as  stylish. 

It  is  not.  Smoking  is  deadly. 

If  you  smoke,  please  consider  stopping.  For  help,  information  and  support, 
please  contact  your  local  American  Cancer  Society. 


á 


LONG-TERM  TV  VIEWING  MAY  BE  ONE  CAUSE 
OF  KIDS’  VIOLENT  BEHAVIOR 


Sufficient  data  now  suggests  tha  long-term  television 
viewing  is  one  cause  of  violent  or  aggressive  behavior  in 
children,  the  American  Academy  of  Pediatrics  (AAP) 
said.  Television  viewing  also  contributes  substantially  to 
childhood  obesity. 

In  a policy  statement  published  in  the  April  issue  of 
AAP  News,  the  AAP’s  Committee  on  Communications 
updates  a 1984  statement  that  cautioned  pediatricians 
and  parents  about  the  potential  for  television  to  promote 
violent  and/or  aggressive  behavior  and  obesity. 

“In  1989  the  average  child  in  the  United  States  still 
spent  more  time  watching  televisions  than  any  other  acti- 
vity except  sleeping,”  according  to  the  statement.  Recent 
Neilsen  data  show  that  children  aged  2 to  5 years  view 
approximately  25  hours  of  television  per  week,  children 
aged  6 to  1 1 years  watch  more  than  22  hours  weekly,  and 
adolescents  12  to  17  years  watch  23  hours  per  week. 

By  the  time  today’s  child  reaches  age  70,  he  or  she  will 
have  spent  approximately  seven  years  watching  tele- 
vision. “Although  the  amount  of  commercial  television 
viewed  by  children  has  declined  since  1980,  the  most 
recent  estimates  of  television  viewing  do  not  include  VCR 
use.  Therefore,  the  amount  of  time  that  children  in  our 
country  spend  in  front  of  the  television  set  has  probably 
not  decreased  significant  in  the  past  eight  years,”  the 
statement  said. 

The  AAP  also  stated  that  television’s  influence  on 
children  is  a function  of  the  length  of  time  they  spend 
watching  and  the  cumulative  effect  of  what  they  see.  For 
some  children,  the  world  shown  on  television  becomes 
the  real  world. 


“The  many  implicit  and  explicit  messages  on  television 
that  promote  alcohol  consumption  and  promiscuous  or 
unprotected  sexual  behavior  also  are  a cause  for 
concern,”  the  authors  noted.  American  teenagers  seen  an 
estimated  14,000  sexual  responsibility,  abstinence,  or 
contraception. 

The  Academy  statement  recommends  the  following: 

* Efforts  should  be  intensified  to  teach  pediatricians 
and  parents  about  the  influence  of  television  and 
promote  critical  television  viewing  skills  among 
children. 

* Parents  should  be  encouraged  to  limit  children’s  tele- 
vision viewing  to  1-2  hours  per  day  and  develop  acti- 
vities such  as  reading,  athletics,  physical  condi- 
tioning and  instructive  hobbies. 

* Parents  should  participate  in  the  selection  of  the 
programs  children  watch. 

* Legislation  making  broadcast  of  high-quality  children’s 
programming  a condition  of  license  renewal.  At  least 
one  hour  per  day  of  educational  and  instructional 
programming  of  benefit  to  children  should  be 
mandated. 

* Toy-based  programs  should  be  banned. 

* Sexuality  should  be  portrayed  responsibly  by  the 
media. 

* Support  efforts  to  eliminate  alcohol  advertising  on 
television  and  encouraging  extensive  counter  adver- 
tising. 

* Further  research  is  needed  on  the  effects  of  television 
on  children. 


STUDY  FINDS  MATERNAL  SMOKING 
ASSOCIATED  WITH  CHILDHOOD  ASTHMA 


A new  study  finds  that  maternal  smoking  is  associated 
with  higher  asthma  rates,  increased  use  of  asthma  medi- 
cations and  an  earlier  onset  of  the  disease  in  children. 

“Children  whose  mothers  smoke  one  half-pack  of  ciga- 
rettes or  more  a day  are  twice  as  likely  to  have  asthma  and 
are  four  times  as  likely  to  use  asthma  medications  as  are 
children  whose  mothers  do  not  smoke,”  said  the  study, 
published  in  the  April  issue  of  Pediatrics,  the  journal  of 
the  American  Academy  of  Pediatrics  (AAP). 

Researchers  from  Boston  City  Hospital,  the  Boston 
School  of  Public  Health  and  Harvard  School  of  Public 
Health  analyzed  data  on  4,331  children  from  birth  - five 
years  of  age.  The  data  was  analyzed  from  the  1981 
National  Health  Interview  Survey.  All  information  was 
based  on  parent  reports  of  asthma  and  smoking. 

According  to  the  researchers: 

Asthma  was  present  in  2.3  percent  of  children  whose 
mothers  did  not  smoke,  2.6  percent  of  children  whose 
mothers  smoked  less  than  a half-pack  of  cigarettes  per 
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day  and  4.8  percent  of  children  whose  mothers  smoked  a 
half-pack  or  more  per  day. 

The  prevalence  of  onset  of  asthma  in  the  first  year  of  life 
was  4.5  percent  if  the  mother  smoked  a half-pack  or  more 
per  day,  and  1.6  percent  if  she  did  not  smoke. 

The  study  also  showed  that  26  percent  of  American 
children  live  with  mothers  who  report  smoking  during 
pregnancy.  Since  currently  26  percent  of  American  adults 
smoke,  the  researchers  note  that  prenatal  and  early  child- 
hood exposure  to  passive  maternal  smoke  are  compa- 
rable with  rates  of  active  smoking  among  adults  in  the 
U.S. 

The  researchers  believe  that  these  findings  should 
renew  efforts  to  discourage  smoking  in  families,  espe- 
cially during  pregnancy  and  the  first  five  years  of 
children’s  lives. 

“Parents  should  be  encouraged  not  to  smoke,  irrespec- 
tive of  their  child’s  current  respiratory  status,  or  their 
smoking  may  result  in  the  development  of  asthma  in  their 
children,”  the  researchers  said. 

The  authors  also  suggested  that  pediatricians  may 
actually  be  able  to  help  prevent  childhood  asthma  if  they 
can  help  parents  stop  smoking.  “Low-cost  smoking  ces- 
sation programs  for  pregnant  women  have  shown  to  be 
effective,  but  such  programs  have  not  been  widely 
implemented  or  used,”  they  said. 


WHY  KIDS  LIE 


All  kids  lie  sometimes,  but  for  different  reasons  at  dif- 
ferent ages.  Parents  can  discourage  lying  by  stressing  the 
importance  of  honesty  and  trust.  According  to  experts, 
lying  is  a normal  part  of  growing  up.  Less  than  five  per- 
cent of  all  children  can  be  called  “chronic  liars”.  One 
expert  says  children  lie  to  avoid  punishment,  to  get  some- 
thing they  can’t  get  otherwise,  to  avoid  hurting  someone 
else’s  feelings,  and  to  win  admiration  from  others.  As 
they  get  older  they  also  lie  to  protect  their  privacy  or 
challenge  a parent’s  authority. 

Experts  question  whether  or  not  a child  of  four  to  six 
years  old  can  actually  lie,  although  they  do  agree  that 
parents  shouldn’t  be  concerned  by  an  occasional  lie  told 
at  this  age.  A child’s  lying  becomes  a bit  more  complex  at 
six  to  eight  years  old.  At  this  age  children  understand  the 
consequences  of  their  actions,  and  lies  become  more 
realistic  and  difficult  to  discern.  Although  a child  may 
still  lie  to  avoid  punishment  at  ages  eight  to  ten,  he  also 
may  lie  to  assert  his  independence  and  individuality  or  to 
elevate  his  social  status. 


THE  FACTS  ON  BREAST  FEEDING 


Breast  feeding  is  not  the  decline.  Since  its  inception,  the 
American  Academy  of  Pediatrics  (AAP)  has  been  a 
staunch  advocate  of  breast  feeding  because  of  its  nume- 
rous benefits  to  the  infant,  mother  and  family.  Here  are 


some  of  the  latest  facts  on  breast  feeding. 

* Human  milk  is  unquestionably  the  best  source  of 
nutrition  for  full-term  infants  during  the  first  months 
of  life,  according  to  the  AAP  Committee  on 
Nutrition  handbook. 

* In  1971  the  incidence  of  (in-hospital)  breast  feeding 
declined  to  its  lowest  level  — 25  percent.  Thereafter, 
breast  feeding  increased  steadily  to  61.9  percent  in 
1982,  but  has  since  declined  to  54.3  percent  in  1988. 

* National  data  for  1984  show  an  incidence  of  in- 
hospital  breast  feeding  of  33  percent  for  black 
mothers. 

* The  AAP’s  Committee  on  Nutrition  handbook 
states,  “The  success  of  adequate  lactation  will 
depend  in  large  part  on  the  attitude  of  professional 
personnel,  a hospital  climate  which  is  conductive  to 
breast  feeding,  and  the  realization  that,  although  it  is 
a natural  function,  many  mothers  need  instruction 
and  support.” 

* Data  from  1980  indicate  that  only  one-third  of 
mothers  were  still  breast  feeding  at  3-4  months.  In 
1988,  only  26.7  percent  of  mothers  were  still  breast 
feeding  at  4 months. 

* A 1986  random  telephone  survey  of  1,062  U.S.  men 
and  women  over  age  18  found  that  72  percent 
believed  breast  feeding  was  the  best  way  to  feed  a 
baby.  Sixty-two  percent  thought  that  a working 
mother  could  breast  feed. 

* A 1989  study  in  Pediatrics  compared  breast  feeding 
among  mothers  who  worked  full-time  and  those  who 
didn’t,  and  found  that  the  same  proportion 
(55  percent)  breast  fed  while  in  the  hospital . But  only 
10  percent  of  full-time  employed  mothers  breast  fed 
their  infants  at  666  months  of  age  compared  with  24 
percent  of  non-working  mothers. 

“Despite  well-documented  benefits  that  breast  feeding 
confers  to  both  mother  and  infant,  maternal  employment 
has  been  viewed  by  some  researchers  to  be  incompatible 
with  nursing.  This  viewpoint  has  been  challenged  and  our 
results  indicate  that  the  breast  feeding  experience  was  not 
terminated  by  all  mothers  who  returned  to  work,”  the 
authors  wrote.  Working  full-time,  however,  did  have  an 
impact  on  breast  feeding  duration. 


CIRCUMCISION  IN  POSTNEONATAL  PERIOD: 

MORE  COSTLY,  INCREASED  RISK 

A new  study  reports  that  circumcisions  done  in  the 
postneonatal  period  (between  the  ages  of  one  month  and 
18  years)  tend  to  be  costlier  and  potentially  more  risky, 
but  educating  parents  and  physicians  about  circumsicion 
and  normal  foreskin  development  may  help  reduce  the 
incidence  of  this  procedure. 

The  need  for  general  anesthesia  and  operating  room 
services  results  in  the  increased  cost  and  potential  risk  for 
a postneonatal  circumcision,  according  to  the  study, 
published  in  the  May  issue  of  Pediatrics,  the  journal  of  the 
American  Academy  of  Pediatrics  (AAP). 
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The  researchers,  from  the  University  of  Utah  School  of 
Medicine,  Salt  Lake  City,  questioned  the  families  and 
reviewed  charts  for  1 1 1 patients  who  had  postneonatal 
circumcisions  in  two  Salt  Lake  City  hospital  overa  two- 
year  period. 

In  their  analysis,  the  study  population  was  stratified 
into  two  groups  — the  “sick”  group — those  who  had 
medical  complications  during  the  neonatal  period,  and 
the  “well”  group  — those  who  had  no  neonatal  compli- 
cations. 

Reasons  for  deciding  not  to  have  their  sons  circum- 
cised as  newborns  differed  markedly  between  the  groups. 
Parents  of  children  in  the  sick  group  almost  exclusively 
based  their  decision  on  the  medical  condition  of  the 
infant  at  the  time  the  circumcision  would  have  normally 
been  performed;  most  parents  in  the  well  group  were 
motivated  by  personal  influences  not  to  have  their  sons 
circumcised  as  infants.  The  average  age  of  postneonatal 
circumcision  for  boys  in  the  sick  group  was  5.5  months;  it 
was  35  months  for  boys  in  the  well  group. 

In  the  authors’  review  of  fees  in  Salt  Lake  County,  an 
uncomplicated  circumcision  in  the  neonatal  period  cost 
about  $100  (performed  in  the  hospital  or  physician’s 
office),  while  four  cases  in  their  study  showed  an  uncom- 
plicated postneonatal  circumcision  (performed  in  an 
operating  room)  cost  about  $1,000. 

The  researchers  say  that  pediatricians  may  be  able  to 
reduce  the  incidence  of  postneonatal  circumcision  by 
providing  support  for  individual  preferences  and  offering 
objective  information  regarding  circumcision  to  families 
of  healthy  infants  during  the  neonatal  period. 

“Physicians  are  influential  in  some  families’  decisions 
regarding  circumcision,”  the  authors  say.  “We  suggest 
the  primary  care  physician  take  an  active  role  in  advising 
and  educating  new  parents  on  the  issue  of  circumcision, 
keeping  in  mind  the  goal  of  this  effort  is  to  help  the  family 
make  a decision  that  will  be  acceptable  to  them  as  the 
child  develops.” 

“Misinformation  regarding  both  the  medical  indica- 
tions for  postneonatal  circumcision  and  the  natural  his- 
tory of  foreskin  development  may  support  many  parents’ 
decisions  to  have  this  procedure  performed  on  their 
sons,”  the  authors  say. 

Phimosis  (inability  to  retract  foreskin)  was  listed  by  the 
surgeon  as  an  indication  for  postneonatal  circumcision  in 
65  percent  of  all  patients,  although  only  13  percent  of 
parents  listed  this  reason. 
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SILENT  ISCHEMIA  DURING  EXERCISE 
MAY  NOT  INDICATE  A UNIQUE,  HIGH-RISK 
GROUP  OF  PATIENTS 

The  occurrence  of  ST  deviation  — an  abnormal  elec- 
trocardiographic reading — but  no  anginal  pain  while 


undergoing  treadmill  testing  for  suspected  coronary 
artery  disease  (CAD)  may  not  be  a sign  of  poor  long-term 
prognosis,  according  to  Duke  University  investigators. 
ST  deviation  indicates  myocardial  ischemia,  or  insuffi- 
cient flow  of  blood  to  the  myocardium.  Recent  studies 
showing  that  patients  with  symptomatic  CAD  may  also 
have  painless  episodes  of  myocardial  ischemia  have 
raised  important  questions  about  the  reliability  of 
anginal  pain  as  a signal  of  myocardial  ischemia.  Specifi- 
cally, it  is  unclear  whether  the  development  of  exercise- 
induced  ST  deviation  but  not  pain  means  that  the  patient 
is  at  high  risk  of  suffering  a subsequent  cardiac  event 
(death  or  myocardial  infarction).  The  current  study  used 
data  on  more  than  1,700  patients  who  underwent  tread- 
mill exercise  testing  followed  by  cardiac  catheterization 
for  CAD  symptoms  at  Duke  University  Medical  Center 
between  November  1969  and  January  1981.  The  subjects 
consisted  of  patients  who  experienced  painless  ST  devia- 
tion during  treadmill  testing,  those  with  no  ST  deviation, 
and  persons  in  whom  the  treadmill  test  induced  both  ST 
deviation  and  angina. 

The  investigators  found  similar  long-term  prognoses 
for  CAD  patients  who  had  experienced  painless  ST 
deviation  and  individuals  who  showed  no  ST  deviation 
during  the  exercise  test.  The  5-year  survival  rate  for  the 
painless  ST  deviation  group  was  86  percent  compared 
with  88  percent  for  the  group  without  a positive  ST 
response. 

According  to  the  researchers,  ST  deviation  during 
treadmill  testing  does  not  identify  a unique  high-risk  sub- 
group of  patients.  Rather,  the  data  support  the  conclu- 
sion that  the  prognosis  worsens  for  high-risk  patients 
who  show  increasing  evidence  of  ischemia  during 
exercise,  as  reflected  in  both  subjective  and  objective 
measures.  The  study  was  conducted  as  part  of  an  ongoing 
multidimensional  technology  assessment  of  percuta- 
neous transluminal  coronary  angioplasty  (PTCA)  that  is 
being  led  by  Daniel  B.  Mark,  M.D.,  with  funding  (grant 
HS05635)  from  the  Agency  for  Health  Care  Policy  and 
Research.  Details  are  in  “Painless  ST  Deviation  on  the 
Treadmill:  Long-Term  Prognosis,”  by  Daniel  B.  Mark,  M.D.; 
Mark  A.  Hlatky,  M.D.;  Robert  M.  Califf,  M.D.;  and 
others.  The  article  was  published  in  the  October  1989 
issue  of  the  Journal  of  the  American  College  of  Cardiology. 

DIAGNOSTIC  IMAGING  FOR  LOW 

BACK  PAIN  GETS  MIXED  REVIEW 


Widely  used  diagnostic  imaging  procedures  for  low 
back  pain  yield  limited  information,  are  costly,  and  occa- 
sionally are  harmful.  These  are  among  the  findings  of  a 
review  of  the  literature  that  was  undertaken  as  part  of  a 
major  study  of  the  effectiveness  of  medical  and  surgical 
interventions  for  low  back  pain.  The  research  is  being 
conducted  by  investigators  at  the  University  of  Washing- 
ton, who  are  part  of  a Patient  Outcomes  Research  Team 
(PORT).  This  PORT,  supported  by  the  Agency  for 
Health  Care  Policy  and  Research  (AHCPR),  is  one  of 
four  PORTS  funded  by  AHCPR’s  Medical  Treatment 
Effectiveness  Program. 
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The  review  points  out  that  since  most  episodes  of  low 
back  pain  improve  rapidly  with  little  or  no  intervention, 
very  few  patients  require  plain  radiography  and  even 
fewer  patients  need  more  sophisticated  imaging  techni- 
ques. Thus,  plain  radiographs  and  lumbar  spine  films  are 
of  little  utility,  especially  when  taken  early  in  the  course 
of  low  back  pain.  Moreover,  lumbar  spine  films  are  a 
source  of  high  does  of  gonadal  irradiation,  and  their  use 
contributes  to  the  rising  cost  of  medical  care.  Researchers 
recommended  limiting  plain  radiography  to  patients  with 
symptoms  other  than  back  pain  that  might  indicate  and 
underlying  malignancy,  infection,  inflammatory  spondy- 
litis, or  significant  trauma.  Many  radiologists  suggest 
reducing  the  number  of  views  routinely  taken  to  anterior- 
posterior  and  lateral  views  and  taking  oblique  views  only 
in  special  circumstances. 

The  use  of  myelography,  computed  tomography,  or 
magnetic  resonance  imaging  for  diagnosing  suspected 
herniated  disc  or  spinal  stenosis  should  be  reserved  for 
potential  surgical  candidates,  such  as  persons  suffering 
from  radicular  pain  with  motor  or  sensory  deficits  who 
are  unresponsive  to  conservative  treatment.  Compa- 
risons of  these  imaging  devices  showed  similar  sensitivity 
and  specificity.  There  is  insufficient  evidence  to  indicate 
which  is  the  best  diagnostic  tool  or  how  they  should  be 
sequenced  for  optimum  results.  Another  imaging  proce- 
dure, radionuclide  bone  scanning,  is  more  sensitive  for 
neoplasia  than  plain  radiographs  but  is  of  little  use  for 
diagnosing  mechanical  pain.  According  to  the  investiga- 
tors, bone  scanning  should  be  reserved  for  patients  who 
have  symptoms,  such  as  weight  loss  of  fever,  that  sugget 
systemic  disease,  or  who  have  abnormal  laboratory 
findings. 

The  review  also  covers  lumbar  discography,  epidural 
venography,  and  thermography.  According  to  Richard  A. 
Deyo,  M.D.,  who  is  leading  the  PORT  assessment  of  low 
back  pain  treatment,  priority  should  be  placed  on  con- 
ducting better  studies  of  the  indications  for  and  sequen- 
cing of  imaging  tests  because  of  the  prevalence  of  low 
back  pain  and  the  high  cost  of  diagnostic  testing.  The 
study  was  conducted  under  AHCPR  grant  HS06344. 
Details  are  in  “Diagnostic  Imaging  Procedures  for  the 
Lumbar  Spine,”  by  Dr.  Deyo,  Stanley  J.  Bigos,  M.D., 
and  Kenneth  R.  Maravilla,  M.D.  The  article  was 
published  in  the  December  1,  1989,  issue  of  the /Iajwo/ío/ 
Internal  Medicine. 


ANTIARRHYTHMIC  DRUGS  MAY  SHORTEN 
LIFESPAN  OF  PATIENTS  WHO  SURVIVE 
HEART  ATTACK 


Patients  who  survive  a myocardial  infarction  (MI)  are 
four  to  eight  times  more  likely  to  die  after  a year  than 
persons  with  clinically  overt  heart  disease  who  have  not 
suffered  an  ML  Sudden  death  accounts  for  35  to  40  per- 
cent of  the  mortality  occurring  after  an  ML  The  risk  of 
sudden  death  following  an  MI  has  been  linked  to  prema- 
ture ventricular  contractions  (PVCs).  It  is  uncertain 
whether  these  contractions  constitute  a major  risk  factor 
or  are  markers  of  more  severe  underlying  conditions. 


Nevertheless,  there  has  been  considerable  interest  in  the 
suppressin  of  PVCs  through  the  use  of  type  I antiar- 
rhythmic  agents  as  a means  of  preventing  sudden  death 
after  ML  Several  randomized  controlled  trials  (RCTs) 
have  examined  the  long-term  use  of  these  agents  after  MI, 
but  none  has  found  any  survival  advantage,  and  one 
showed  a statistically  significant  disadvantage. 

To  detect  any  mortality  effect  from  using  type  I 
agents,  investigators  supported  by  the  Agency  for  Health 
Care  Policy  and  Research  (AHCPR)  conducted  a meta- 
analysis of  10  RCTs  involving  4,322  patients  rando- 
mized to  antiarrhythmic  therapy  or  placebos.  The  meta- 
analysis found  that  despite  reducing  PVCs,  type  I antiar- 
rhythmic drugs  probably  shorten  survival  after  an  ML 
These  results  suggest  that  patients  without  arrhythmias 
or  patients  with  PVCs  or  brief  and  nonsustained  ventri- 
cular tachycardia  should  not  receive  type  I agents  to 
prevent  sudden  death  after  ML  In  fact,  using  these  drugs 
to  lower  the  risk  of  sudden  death  in  patients  with  any 
degree  of  coronary  artery  disease  may  be  unwarranted. 
The  researchers,  who  are  with  Harvard  University  and 
Mount  Sinai  School  of  Medicine,  conclude  that  treating 
unselected  patients  who  are  at  moderate  risk  for  late 
sudden  death  after  an  MI  with  currently  available  type  I 
antiarrhythmic  agents  in  unwarranted  because  such 
treatment  provides  no  advantage  to  survival  and  could  be 
lethal.  In  the  future,  agents  considered  likely  to  prevent 
sudden  death  after  MI  should  be  studied  early  in  their 
development  by  appropriately  designed  RCTs  of  adequate 
size,  according  to  the  investigators. 

The  study  was  supported  under  AHCPR  grants 
HS05523  and  HS05936  and  a grant  from  the  National 
Library  of  Medicine.  Details  are  in  “Meta-Analysis  of 
Empirical  Long-Term  Antiarrhythmic  Therpy  after 
Myocardial  Infarction,”  by  Louis  K.  Hine,  M.D.; 
Nan  M.  Laird,  Ph.D.;  Peg  Hewitt,  M.S.;  and  Thomas  C. 
Chalmers,  M.D.  The  article  was  published  in  the 
December  1,  1989,  issue  of  the  Journal  of  the  American 
Association. 
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PROGRESS  IN  CARDIAC  SURGERY  REPORT 


Reviewing  the  extensive  data  accumulated  over  the 
past  two  decades  concerning  saphenous  vein  bypass 
surgery,  investigators  at  Cleveland’s  St.  Luke’s  Hospital 
and  the  Montreal  Heart  Institute  presented  some  telling 
data.  The  first  year  occlusion  rate  was  12%  to  20%.  For 
the  following  five  years,  the  occlusion  rate  was  2%  to 
4% — resulting  in  a 22%  to  30%  loss  at  five  years.  In  the 
ensuing  five  years,  the  rate  doubles,  so  that  half  of  all 
grafts  are  occluded  at  10  years.  Graft  atherosclerosis  is 
present  in  15%  to  40%  of  patent  grafts  af  five  years  and 
half  of  such  grafts  at  the  end  of  a decade. 
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What  then,  to  use?  The  internal  mammary  artery 
(IMA)  has  gained  in  popularity  due  to  its  long-term 
success  rate,  both  in  terms  of  patency  and  clinical  results. 
Over  90%  of  internal  mammary  grafts  are  open  at  seven 
years.  Subsequent  fall-off  in  patency  is  much  less  steep 
than  for  saphenous  vein  grafts.  Demonstration  of  better 
cumulative  survival,  less  recurrence  of  symptoms  and 
fewer  myocardial  infarctions  in  IMA  recipients  compared 
to  saphenous  vein  graft  recipients  in  nonrandomized 
trials  has  convinced  many  surgeons  to  use  the  IMA 
whenever  possible.  Fears  of  enhanced  complications 
have  been  difficult  to  demonstrate. 

Alternative  conduits  which  have  been  tried  for  myo- 
cardial revascularization  included  the  radial  artery, 
which  has  been  troubled  by  very  low  patency  rate;  the 
splenic  artery,  troubled  by  technical  problems  and  little 
experience;  and  the  gastroepiploic  artery,  which  gained 
attention  in  1987.  Though  the  latter  seems  technically 
plausible,  there  is  a dearth  of  long-term  data  to  support 
its  routine  use.  However,  in  situ  celiac  angiograms  have 
shown  that  the  gastroepiploic  artery  is  rarely  afflicted  by 
atherosclerosis — a situation  different  than  that  seen  in 
the  splenic  artery.  Upper  extremity  veins  and  allogenic 
veins  have  proven  inadequate,  as  have  many  synthetic 
conduits  in  the  coronary  circulation. 

CABG  for  Unstable  Angina 

In  reviewing  data  on  14  reports  encompassing  over 
6,000  patients  with  clear-cut  unstable  angina  who  under- 
went CABG  from  1987  to  1988,  good  results  were 
obtained.  Angina  relief,  improved  survival  and  reduction 
in  the  rate  of  alte  MI  were  comparable  to  that  seen  in 
patients  with  stable  angina.  In  the  series,  operative  mor- 
tality ranged  from  1.2%  to  8.5%  (mean,  3.7%)  and  was 
more  likely  with  advanced  age,  poor  LV  function  and  left 
main  coronary  disease.  An  association  with  female 
gender  was  seen  in  one  series  and  absent  in  five  others. 
Relief  of  angina  was  seen  in  81%  to  100%  of  patients 
followed  at  two  years  and  approximately  80%  of  those 
followed  for  5 to  10  years. 

CABG  Post-MI 

In  a series  of  240  patients  who  underwent  CABG  at 
Washington  University  Medical  Center,  St.  Louis,  Mo. 
from  1985  to  1987,  the  30-day  mortality  was  3.3%. 
Significant  independent  predictors  of  increased  mortality 
were  left  main  CAD  (p=0.0003),  female  gender  (p  = 0.0059), 
and  preoperative  LV  dysfunction  (p  = 0.0135).  Urgent 
surgery,  or  that  performed  early  post  MI,  was  associated 
with  a greater  need  for  postoperative  inotropic  and 
mechanical  LV  support.  A1  larger  series  of  793  patients, 
treated  at  the  University  of  Washington,  Seattle  from 
1982  to  1987,  found  a hospital  mortality  of  5.7%.  Age, 
emergent  surgery,  previous  CABG,  congestive  heart 
failure  and  Q-wave  infarct  predicted  increased  risk. 
Finally,  investigators  at  The  Johns  Hopkins  Hospital 
evaluated  300  consecutive  patients  who  underwent 
CABG  for  postinfarction  angina  from  1982  to  1987.  Not 
surprisingly,  mortality  was  higher  in  those  with  anterior 
Q-wave  infarcts.  The  overall  30-day  mortality  was  5%, 
with  an  actuarial  survival  of  88%  found  at  five  years. 


Surgery  for  Acute  VSD 

Ventricular  septal  defect  (VSD)  complicating  MI  often 
portends  a disastrous  outcome.  In  a series  of  48  consecu- 
tive patients  and  a review  of  366  others  treated  at  four 
Northen  California  institutions,  overall  hospital  morta- 
lity was  high.  In  the  former,  all  of  whom  had  surgery 
within  one  month  of  acute,  MI,  the  mortality  was  67% 
and  there  were  no  survivors  over  age  65.  In  the  latter,  the 
mortality  was  43%  and  was  not  affected  by  age,  VSD 
location,  or  year  of  surgery. 

Surgery  for  Ventricular  Tachycardia 

In  ischemic  heart  disease,  several  approaches  have 
been  proposed  for  surgical  correction  of  ventricular 
tachycardia  ( VT),  including  combinations  of  revasculari- 
zation, aneurysmectomy,  encircling  endocardial  ventri- 
culotomy, subendocardial  resection,  endocardial  cryo- 
ablation  and  Nd-YAG  laser  procedures.  Though 
frequently  successful,  mortality  has  ranged  from  0%  to 
21%  (mean,  12.4%)  in  published  series,  and  VT  was  still 
inducible  in  0%  to  38%  of  patients  (mean,  24%).  These 
generally  disappointing  results  have  led  to  the  need  for 
further  refinements  in  patient  selection  and  stimulated 
research  into  devices  for  VT  treatment  such  as  the 
automatic  internal  cardioverter-defibrillator  (AICD). 
Based  on  a detailed  consideration  of  these  results,  investi- 
gators at  Washington  University  proposed  the  following 
algorithm  for  the  management  of  VT  refractory  to  al 
drugs  other  than  aminodarone. 

If  LV  function  is  acceptable,  an  intraoperative- 
mapping guided  procedure  is  favored.  Best  results  are 
obtained  when  mapping  the  normothermic,  beating  heart 
rather  than  with  cardiopulmonary  arrest.  If  an  electro- 
physiologic  study  (EPS)  demonstrates  VT  after  a guided 
procedure  in  the  normothermic  beating  heart,  an  ACID 
is  implanted.  If  it  does  not,  no  therapy  is  needed.  If  the 
mapping  procedure  is  done  during  cardiac  arrest,  or  if  no 
mapping  is  done  or  AICD  patches  are  implanted  and 
EPS  is  done  post-operatively,  inducibility  similarly 
mandates  AICD  implantation. 

If  LV  function  is  poor,  amiodarone  is  used.  If  unsucces- 
sful and  VT  is  infrequent,  an  AICD  is  implanted. 
Frequent  VT,  however,  often  prohibits  the  use  of  an 
AICD  and  either  transplantation  or  VT  surgery  in 
advised. 

A review  from  the  University  of  Pennsylvania  substan- 
tiates the  use  of  the  surgical  approach.  In  269  patients 
who  underwent  subendocardial  resection,  mortality  was 
15%.  Clinical  control  of  VT  was  achieved  in  95%  of  sur- 
vivors, two-thirds  of  whom  do  not  need  antiarrhythmic 
therapy.  In  a review  of  AICD  use,  the  group  found  that 
operative  mortality  is  low  (0.8%  to  3%)and  the  incidence 
of  sudden  death  at  one  year  was  low  (<2-3%),  though 
most  patients  continue  to  take  antiarrhythmics.  The 
infection  rate  was  1.4%  to  4%. 


281 


Dr  LaSalle  D.  Leffall,  past  president,  American  Cancer  Society. 

“If  everyone  over  50  had  checkups  for  colorectal  cancer, 
the  cure  rate  could  be  as  high  as  75%’’ 


“If  more  people  had  colorectal  cancer  checkups, 
more  people  could  be  cured,”  says  Dr.  LaSalle  D.  Leffall, 
Jr,  M.D.,  F.A.C.S.,  Professor  and  Chairman  of  the  Depart- 
ment of  Surgery,  Howard  University  Hospital,  Washing- 
ton, D.C.  “It’s  that  simple.  You  can't  cure  it  if  you  don’t 
know  you  have  it  .”  But  if  it’s  detected  early,  the  cure  rate 
for  colorectal  cancer  is  very  high.  Your  doctor  can  per- 
form the  digital  and  proctoscopic  exams,  and  you  take 
care  of  the  simple  stool  blood  test  at  home. 

The  present  cure  rate  is  44% . We  believe  it  could  be 
at  least  3 1 % higher.  Since  men  and  women  are  equally 
affected  by  this  disease,  we  urge  everyone  over  50  to  get 
regular  checkups  at  the  intervals  specified  in  the  box  on 
the  right. 

Fact  is,  there  will  be  130,000  new  cases  of  colorectal 
cancer  this  year.  You  can  help  us  cure  75%  of  them. 

If  you  are  not  in  the  age  group  affected,  please  pass 


this  information  on  to  someone  you  know  who  is.  The 
warning  signs  for  colorectal  cancer  are:  a change  in  bow^el 
habits  and  blood  in  the  stool. 

People  with  a family  history  of  colon  or  rectal  cancer 
or  ulcerative  colitis  are  at  higher  risk  and  are  urged  to  be 
doubly  cautious. 

Help  us  raise  the  cure  rate. 

Colorectal  Cancer  Checkup  Guidelines  for  men  and 

women  over  50  without  symptoms: 

• Digital  exam  every  year 

• Stool  blood  lest  every  year 

• Procto  exam  every  3 to  5 years  after  2 initial  negative 
tests  1 year  apart. 


No  one  faces 

cancer  alone. 
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JOB  STRAIN  MAY  BE  RISK  FACTOR  IN 
HYPERTENSION,  HEART  PROBLEMS 


A related  editorial  in  this  week’s  JAMA  tends  to  agree 
with  the  conclusions  reached  by  the  study’s  authors. 

“That  left  ventricular  mass  was  increased  among  men 
in  the  30-  to  40-year  age  group  who  reported  high  job 
strain  suggests  that  the  association  between  elevated 
blood  pressure  and  high  job  strain  leads  to  measurable 
anatomic  changes  in  the  heart,”  writes  Bedford  B. 
Williams,  MD,  of  Duke  University  Medical  Center, 
Durham,  NC. 

“If  these  results  are  considered  along  with  the  growing 
contributions  of  neuroscience  to  our  understanding  of 
how  the  brain  speaks  to  the  body’s  organs,  perhaps  the 
idea  that  the  brain  plays  a role  in  physical  disease  will 
soon  seem  less  “revolutionary”  and  more  like  “normal 
science”,  he  concludes. 


Stress  on  the  job  for  male  blue  and  white  collar  workers 
may  lead  to  hypertension  and  actual  physical  changes  in  a 
worker’s  heart,  according  to  a new  study  in  \.\\q  Journal  of 
the  American  Medical  Association. 

Job  strain  exists  when  an  employee  feels  he  or  she  faces 
high  psychological  demands  without  having  much 
control  over  day-to-day  decisions,  write  Peter  L. 
Schnall,  MD,  MPH,  of  the  New  York  Hospital-Cornell 
Medical  College,  New  York,  and  his  colleagues. 

“We  conclude  that  job  strain  may  be  a risk  factor  for 
both  hypertension  and  structural  changes  of  the  heart  in 
working  men,”  they  write.  “It  must  be  noted  that  while 
this  analysis  indicates  that  a threshold  for  job  strain 
exists,  our  study  was  not  designed  to  assess  the  limits  and 
nature  of  this  threshold.” 

Researchers  studied  215  men  aged  30  to  60  years  who 
had  been  employed  at  the  same  job  for  at  least  three  years 
and  who  had  no  evidence  of  heart  disease.  They  also 
examined  different  work  sites  and  different  jobs.  The 
work  sites  included  a newspaper  typography  department, 
a federal  health  agency,  a stock  brokerage  firm,  a private 
hospital,  a sanitation  collection  and  repair  facility  and  a 
department  store  warehouse. 

Repeated  blood  pressure  measurements  of  the  studied 
workers  repeatedly  were  taken  at  their  workplace  and, 
after  adjusting  for  factors  such  as  age,  race,  body  mass 
and  alcohol  intake,  the  authors  conclude  job  strain  was 
“significantly  related”  to  hypertension. 

In  those  workers  aged  30  to  40  years  who  faced  stress 
on  the  job,  left  ventricular  mass,  considered  a strong 
predictor  of  cardiovascular  morbidity,  was  more  common 
among  workers  in  high-stress  jobs,  than  those  in  lower- 
stress  positions. 

This  is  the  thought  to  be  the  first  study  which  links  job 
strain  not  only  with  hypertension,  but  with  physiologic 
changes  in  the  heart  as  well,  the  authors  write.  Previous 
studies  that  attempted  to  link  job  stress  with  hypertension 
have  reached  differing  conclusions. 

The  authors  of  this  study  believe  more  investigations 
are  needed  to  expand  the  base  of  knowledge  in  thsi  area  of 
growing  concern. 


JAMA  April  11,  1990 


STUDY:  GENE  LINKED  WITH 
ALCOHOLISM  IS  IDENTIFIED 


For  the  first  time,  researchers  have  evidence  of  a 
specific  gene  that  may  play  an  critical  role  in  causing  the 
disease  of  alcoholism,  the  Journal  of  the  American 
Medical  Association  reports. 

Alcoholism  has  long  been  suspected  of  having 
hereditary  ties,  but  finding  a definitive  genetic  link  has 
proven  elusive.  This  JAMA  study  finds  a “strong 
association”  between  the  disease  and  the  receptor  gene 
for  dopamine,  a central  nervous  system  neurotransmitter. 

Neurotransmitters,  such  as  dopamine,  are  messengers 
used  by  certain  neurons  to  communicate  with  one 
another.  They  impart  nerve  impulses  at  a junction,  or 
synapse,  between  other  nerve  cells.  When  stimulated, 
dopamine  is  released  onto  cells  containing  dopamine 
receptors.  That  process  then  activates  other  cells. 

The  researchers,  while  bouyed  by  their  discovery,  also 
are  cautions. 

“The  accumulating  evidence  pointing  to  hereditary 
factors  in  alcoholism  has  stimulated  an  extensive  search 
for  genes  that  predispose  individuals  to  alcoholism,  or 
markers  that  identify  subjects  at  increase  risk  for 
alcoholism,”  write  co-principal  authors  Kenneth  Blum,  PhD, 
of  the  Department  of  Pharmacology  at  the  University  of 
Texas  Health  Science  Center,  San  Antonio,  Ernest  P. 
Noble,  MD,  PhD,  of  the  Department  of  Medicine, 
University  of  California,  Los  Angeles,  and  colleagues. 
“However,  unlike  genetic  diseases  such  as  Huntington’s 
chorea  or  cystic  fibrosis,  where  a single  gene  is  thought  to 
be  responsible  for  disease  expression,  the  heterogeneous 
nature  of  alcoholism  may  not  allow  for  the  generation  of 
a single  marker  that  can  identify  all  individuals  at  risk.” 

Cadaver  brain  tissue  from  70  people  — 35  alcoholics. 
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35  nonalcoholics — was  analyzed  for  the  presence  of  one 
form  of  the  dopamine  D2  receptor  gene. 

Psychiatrists  independently  determined  the  alcoholic 
or  nonalcoholic  histories  of  the  70  cases  studied  by 
examining  medical  records,  treatment  center  interview 
and  discussions  with  family  and  friends. 

DNA,  the  molecular  map  of  heredity  in  humans,  was 
taken  from  the  70  brains  in  a process  called  restriction 
fragment  length  polymorphism  (RFLP)  analysis.  Researcher 
then  looked  for  the  presence  of  a less  prevalent  form  of 
the  dopamine  D2  receptor  gene,  the  A-1  allele.  They 
found  evidence  supporting  the  need  for  caution. 

The  dopamine  receptor  gene  in  question  was  present  in 
77  percent  of  the  alcoholics  and  was  absent  from  72 
percent  of  the  nonalcoholics.  It  should  not  be  inferred, 
the  researchers  warn,  that  everyone  who  has  this  gene 
present  is  likely  to  become  an  alcoholic.  More  than  one 
third  of  the  alcoholics  studied  did  not  have  the  specific 
dopamine  D2  receptor  gene.  The  gene  in  question  is 
located  on  chromosome  11.  Of  the  alcoholic  brains 
studied,  31  percent  did  not  have  the  gene  in  question. 
Researchers  believe  it’s  possible  “other  genes  may  be 
critical  for  the  predisposition  to  and  subsequent 
expression  of  alcohol-seeking  behavior.” 

“Given  that  there  are  various  subtypes  of  alcoholics,  it 
would  have  been  surprising  if  a 100  percent  association 
was  found  between  the  A1  allele  and  alcoholism,”  the 
authors  write. 

They  add  that  additional  gene  probe  research 
involving  this  and  other  alleles  “might  ultimately  lead  to 
multigene  trait  markers  that  can  detect  the  susceptibility 
of  individuals  with  a family  history  of  alcoholism.” 

“Further  studies  on  the  molecular  genetics  of  alcoho- 
lism are  needed  as  they  could  be  of  great  benefit  for  the  28 
million  American  children  of  alcoholics  who  are  poten- 
tially at  risk  for  this  disease,”  the  authors  conclude. 

An  accompnaying  editorial  written  by  Enoch  Gordis,  MD, 
of  the  National  Institute  on  Alcohol  Abuse  and 
Alcoholism,  Rockville,  Md.,  and  colleagues,  supports 
the  latest  JAMA  study — cautiously. 

“Genetics  accounts  for  only  part  of  the  vulnerability  to 
alcoholism,”  they  write.  “Understanding  how  genes  and 
environment  interact  to  produce  alcoholism  in  any  indi- 
vidual is  the  larger  challenge  to  both  genetic  and  psycho- 
social research.” 

JAMA  April  18.  1990 


patients  without  cancer.  At  the  time  of  cancer  diagnosis, 
patients  with  cancer  had  significantly  lower  cholesterol 
levels  when  compared  with  controls.  There  was  an 
average  decline  in  cholesterol  levels  of  13  percent  during 
the  10  years  prior  to  a cancer  diagnosis  versus  an  average 
rise  of  two  percent  in  the  same  period  for  control  patients. 
The  lower  cholesterol  levels  among  cancer  patients  was 
not  related  to  sex  of  the  patient  or  to  stage  of  cancer.  The 
long-term,  gradual  decline  in  cholesterol  levels  may  be 
related  to  the  way  colon  cancer  develops,  and  is  not  a 
consequence  of  the  disease,  the  authors  theorize. 

JAMA  April  18.  1990 


ALMOST  40  PERCENT  OF  SKIN  CANCER 
PATIENTS  FAIL  TO  CHANGE 
THEIR  SUN  HABITS 

Even  after  they  see  a skin  cancer  surgically  removed, 
nearly  40  percent  of  people  balked  at  using  any  type  of 
sunscreen.  In  a study  in  April’s  Archives  of  Dermatology, 
June  K.  Robinson,  MD,  of  the  Department  of  Derma- 
tology at  Northwestern  University  Medical  School, 
Chicago,  111.,  writes  these  patients  know  of  the  dangers 
of  the  sun,  but  many  aren’t  ready  to  change.  “While  the 
dangers  of  overexposure  are  well  documented,  people  are 
not  yet  fully  convincend,”  she  writes.  “The  attitude  of 
these  noncompliant  individuals,  who  were  usually 
women,  was  that  skin  cancer  was  not  enough  of  a 
problem  to  give  up  a tan,  which  made  them  feel  good,  and 
that  the  sunscreens  have  an  objectionable  sticky  feeling.” 
The  study  focused  on  1,042  people  who  had  a non- 
melanoma skin  cancer  surgically  removed.  They  heard 
repeated  warnings  about  the  sun  and  about  proper  pro- 
tection. A year  later,  62  percent  of  the  patients  had  begun 
to  use  sunscreen  and  56  percent  changed  their  outdoor 
recreation  habits.  Interestingly,  patients  older  than  65 
years  were  less  likely  than  younger  patients  to  change 
their  sunbathing  habits. 


PRESCRIBING  ERRORS  POSE  RISK 
TO  HOSPITAL  PATIENTS 


LOWER  CHOLESTEROL  LEVELS  FOUND 
IN  COLON  CANCER  PATIENTS:  STUDY 


In  the  10  years  preceding  a diagnosis  of  colon  cancer, 
patients’  serum  cholesterol  levels  gradually  decline,  con- 
cludes a study  in  the  Journal  of  the  American  Medical 
Association.  This  is  contrary  to  the  rise  in  cholesterol 
levels  sometimes  seen  with  age  in  the  general  population, 
say  the  authors,  Sidney  J.  Winawer,  MD,  of  the  Gastro- 
enterology Service,  Memorial  Sloan-Kettering  Cancer 
Center,  New  York,  NY,  and  colleagues.  The  researchers 
matched  69  men  and  women  with  colon  cancer  to  control 


Every  day,  nearly  2.5  errors  are  made  by  teaching  hos- 
pital physicians  when  they  prescribe  medications  to 
patients,  a study  in  the  Journal  of  the  American  Medical 
Association  reports. 

More  than  half  the  errors  are  serious  enough  to  pose  a 
health  risk  to  patients,  according  to  Timothy  S.  Lesar, 
Pham  D,  Deparment  of  Pharmacy,  Albany  Medical 
Center  Hospital,  Albany,  N.Y.,  and  his  colleagues. 

“A  majority  of  errors  were  of  potential  clinical  signifi- 
cance and  demonstrate  considerable  risk  to  patients  from 
such  errors  and  the  importance  of  mechanisms  to  avoid 
and  avert  such  errors,”  they  write. 

The  most  prescribing  errors  occurred  in  obstetrics  and 
gynecology,  along  with  surgery  and  anesthesia,  the  study 
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finds.  And  first-year  residents  made  more  prescribing 
mistakes  than  their  more  experienced  counterparts. 

The  study  was  conducted  in  a 640-bed,  tertiary-care 
teaching  hospital  in  northeastern  New  York.  In  1987, 
when  the  study  took  place,  a total  of  289,4 1 1 handwritten 
medication  orders  were  reviewed.  Of  those,  905  pres- 
cribing errors  were  detected  and  averted  for  an  overall 
error  rate  of  3.13  per  1,000  orders. 

Nearly  58  percent  of  the  905  errors  were  considered  sig- 
nificant mistakes  by  the  investigators  reviewing  the  pres- 
criptions. The  authors  list  the  potential  consequences  of 
significant  errors,  if  they  were  carried  out,  from  life- 
threatening  reactions  to  bothersome  side  effects.  They 
labeled  1.8  errors  per  1,000  prescriptions  as  significant 
mistakes. 

Most  of  the  mistakes  occurred  in  the  middle  of  the  day, 
from  noon  to  4 p.m.  The  lowest  level  of  errors  occurred 
between  8 p.m.  and  midnight,  when  1.04errorsper  1,000 
prescriptions  were  detected. 

“During  the  late  evening  hours,  (8  p.m.  to  midnight) 
error  rates  were  lowest,”  the  authors  write.  “This  would 
suggest  that  physician  fatigue  and  long  working  hours  do 
not  translate  into  a higher  rate  of  errors  while  on  night 
call.” 

But  the  authors  add  that  more  research  needs  to  be 
completed  to  be  sure  long  working  hours  over  a cumula- 
tive time  do  not  contribute  to  prescribing  errors.  Inade- 
quate training  of  physicians  in  the  area  of  pharmacology 
also  maybe  a cause  of  the  medication  mistakes,  the  study 
says. 

While  the  study  focused  on  a large,  busy  teaching 
hospital,  the  problem  isn’t  confined  to  this  type  of  faci- 
lity, the  authors  warn. 

“The  findings  of  this  study  have  important  implica- 
tions for  the  functional  design,  risk  management  and 
quality  assurance  procedures,  educational  priorities,  and 
performance  evaluation  within  health  care  systems,” 
they  write. 

As  a result  of  their  study,  a better  check-and-balance 
system  was  established  at  the  hospital,  including  monthly 
evaluations  and  reports  forwarded  to  the  departments 
involved  in  the  errors. 

“Errors  of  physician  prescribing  are  of  particular 
concern,  as  such  errors  have  been  associated  with  a 
higher  risk  for  serious  consequences  than  errors  from 
other  sources,”  the  study  concludes.  “The  knowledge  of 
how  and  why  errors  occur  will  hopefully  reduce  the 
hazards  of  hospitalization.” 

JAMA  May  2,  1990 

REPORT:  BAN  INFANT  FORMULA  ADS; 

“CRACK”  BABIES’  FUTURE  BLEAK 

j\s  a matter  of  national  interest.  Congress  should  ban 
advertising  for  infant  formula  while  pediatricians 
continue  to  promote  the  benefits  of  breast-feeding, 
according  to  a report  in  the  Journal  of  the  American 
Medical  Association. 

Laurence  Finberg,  MD,  of  the  Department  of 
Pediatrics,  State  University  of  New  York,  College  of 


Medicine,  Brooklyn,  also  discusses  the  controversy 
surrounding  universal  cholesterol  testing  for  children.  In 
support  of  such  testing,  the  author  points  out  that  testing 
only  those  children  from  high-risk  families  misses  as 
many  as  half  the  kids  with  elevated  cholesterol  levels  and 
the  costs  of  universal  testing  could  be  repaid  by  a lifetime 
of  better  productivity. 

However,  if  drastic  steps,  such  as  universal  testing,  are 
urged  by  physicians,  without  sound  scientific  or  medical 
proof,  “the  credibility  of  physicians  generally  is  compro- 
mised,” according  to  the  author. 

Regarding  infant  feeding,  Finberg  writes  the  use  of  for- 
mula didn’t  become  popular  with  Americans  until  about 
1960.  Historically,  formula  makers  didn’t  advertise,  but 
currently  two  manufacturers  have  begun  public  a 
campaigns. 

“Breast-feeding  is  significantly  advantageous  to  infants, 
and  advertising  infant  formula  to  the  public  may  have  an 
adverse  impact  on  this  practice,”  the  author  writes. 
“Given  that,  a suggested  approach  would  be  to  ask 
Congress  to  declare  an  exception  to  the  free  market  (as  is 
done,  for  example,  with  tobacco  advertising)  and 
prohibit  advertising  of  infant  formula  to  the  public  as  a 
matter  or  national  interest.” 

In  inner  cities  in  the  U.S.,  more  than  30  percent  of  the 
babies  admitted  to  neonatal  intensive  care  units  were 
born  to  mothers  who  abuse  “crack”  cocaine,  he  writes. 
Compounding  the  problem,  2 percent  of  3 percent  of 
infant  patients  who  are  discharged  from  the  neonatal 
units  will  be  infected  with  the  human  immunodeficiency 
virus  and  ultimately  suffer  from  AIDS. 

Of  the  “crack”  babies,  Finberg  writes  “such  infants 
show  as  increased  incidence  of  central  nervous  system 
damage  and,  if  they  survive,  are  largely  doomed  to  the 
underclass  because  of  faulty  cognitive  and  psychological 
development.” 

Along  with  the  HIV/AIDS  epidemics  is  a resurgence 
of  congenital  syphilis,  according  to  the  author. 

In  a related  article  on  adolescent  health,  Robert  W. 
Blum,  MD,  MPH,  PhD,  of  the  Division  of  General 
Pediatrics  and  Adolescent  Health,  University  of  Minnesota 
School  of  Medicine,  Minneapolis,  reports  research  have 
shown  that  children  who  fail  in  school  experience 
employment  difficulties  as  well  as  poor  health. 

“A  large  multiethnic  study  of  greater  than  12,000 
urban  youth  found  that  for  each  of  the  five  ethnic  groups 
studied  (white,  black.  Native  American,  Hispanic  and 
Asian),  those  who  were  doing  poorly  in  school  were  at 
higher  risk  for  virtually  every  (poor)  health  status  indi- 
cator measured  compared  with  peers  who  reported  a 
school  performance  of  at  least  average.” 

JAMA  May  17,  1990 


NEONATOLOGISTS  FACED  WITH 
‘CRUEL  DILEMMA’ 

A decade’s  worth  of  technological  advances  in  treating 
extremely  premature  infants  now  is  prosenting  neonato- 
logists,  and  society,  with  difficult  questions,  according  to 
a report  in  May’s  American  Journal  of  Diseases  of 
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Children. 

A recent  study  showed  the  mean  lenght  of  hospitaliza- 
tion among  premature  infants  weighing  less  than  two 
pounds  is  137  days  and  the  mean  cost  for  care  is  $158,000 
per  infant,  according  to  Ernie  W.D.  Young,  PhD,  and 
David  K.  Stevenson,  MD  of  the  Departments  of  Health 
Policy  Research  and  Pediatrics,  Stanford  University, 
Stanford,  Calif.  The  authors  estimate  $2.6  billion  are 
spent  annually  in  the  U.S.  on  neonatal  intensive  care. 

Uncertainty  often  surrounds  what  should  be  done  with 
these  infants. 

“There  is  no  way  of  knowing,  at  the  outset,  whether  a 
particular  extremely  premature,  low-birth-weight  infant 
will  survive,”  the  authors  write.  “Should  the  infant 
survive,  it  will  be  impossible  to  predict  whether  he  or  she 
will  end  up  normal  or  be  either  slightly  or  severely 
impaired.  The  very  technology  destined  to  save  some 
lives  often  inflicts  harm  and  suffering  on  other  recipients 
of  intensive  care.  This  is  a cruel  dilemma.” 

In  general,  the  U.S.  treats  these  infants  with  every 
available  resource  until  it  is  virtually  certain  they  are  not 
benefiting  or  are  being  harmed  by  the  aggressive  treat- 
ment, the  authors  say.  No  so  in  other  western  countries. 

Sweden  withholds  treatment  from  infants  whose  prog- 
nosis is,  at  best,  uncertain  or,  at  worst,  grim,  they  write. 
The  outcome  of  this  strategy — some  infants  die  who  may 
have  been  saved  through  all-out  treatment,  immediate 
harm  and  long-term  suffering  may  be  avoided,  and  scarce 
societal  resources  are  conserved  and  used  in  other  more 
cost-effective  health  care  areas. 

English  physicians  take  a middle  road  philosophy 
between  the  Swedish  and  U.S.  approaches. 

In  Britain,  aggressive  treatment  begins  immediately, 
then  continued  therapies  are  reevaluated  “on  the  basis  of 
clinical  prognostic  indications  of  ultimate  death  or  severe 
brain  damage”  the  authors  write. 

“It  salvages  more  individuals  per  capita  than  are 
salvaged  in  Sweden,  but  fewer  than  we  rescue  in  the 
United  States,”  they  write. 

Two  reasons  why  the  authors  suggest  the  U.S.  is  more 
aggressive  in  its  neonatal  treatment  include  religious  dif- 
ferences (with  a stronger  pro-life  lobby  than  the  other  two 
countries),  and  a substantially  greater  fear  on  the  part  of 
U.S.  physicians  of  getting  sued. 

The  authors  also  point  out  that  Sweden  and  Britain 
both  have  lower  per  capita  incidence  of  extremely  prema- 
ture, low-birth-weight  infants  than  does  the  U.S.  The  dif- 
ference may  center  on  the  “strong  correlation”  between 
good  prenatal  care  in  Sweden  and  Britain  and  those 
countries’  improved  outcomes  with  extremely  premature 
infants. 

The  authors  do  not  draw  any  conclusions  about  the 
proper  treatment  for  these  infants  and  rhetorically  ask 
about  the  “American  lack  of  interest  in  provention  (and 
rehabilitation)  vs  our  infatuation  with  heroic,  high- 
technology,  after-the-fact  intervention.  Would  not 
addressing  the  root  causes  of  prematurity  — lack  of  pre- 
natal care,  poor  nutrition  in  pregnant  women,  homeles- 
sness, and  drug  or  alcohol  addiction — be  more  cost- 
effective  than  merely  treating  premature,  very-low-birth- 
weight  infants  once  they  arrive  in  our  neonatal  intensive 
care  units?”  ¡ggg 


TO  TAN  OR  NOT  TO  TAN 

All  tans  are  not  created  equal  and  they  way  some  are 
developed  may  protect  a sunbather’s  skin  more  than 
others,  according  to  a London-based  researcher.  Writing 
in  the  “Correspondence”  section  of  May’s  Archives  of 
Dermatology,  Antony  R.  Young,  PhD,  of  the  Photobio- 
logy Unit  of  The  Institute  of  Dermatology,  London, 
writes  that  a suntan  formed  with  sunscreens  containing 
the  ingredient  bergapten,  “offers  superior  and  persistent 
protection  against  solar-simulated  radiation-induced 
DNA  damage  when  compared  with  an  apparently  similar 
tan  induced  by  solar-simulated  radiation  alone.”  But 
another  researcher,  who  Young  cites  in  his  letter, 
disagrees.  “I  am  pleased  that  Young  agrees  that  it  is  not 
possible  to  obtain  a safe  tan  by  whatever  means,”  writes 
Warwick  L.  Morison,  MD,of  Ruxton,  Md.  “At  least  we 
agree  on  one  point  because,  unfortunately,  there  is  little 
else  in  his  letter  I can  agree  with.”  Morison  says  he  agrees 
with  Young  that  the  search  for  a safe  way  to  tan  should 
continue.  “However,  a sunscreen  containing  bergapten  is 
not  the  answer  as  it  is  not  safe  and  it  has  not  been  esta- 
blished to  be  effective.” 

CHOLESTEROL  SCREENING  AND 
COUNSELING  PROGRAM  IN  CUTTING 
HEALTH  RIKS 

A cholesterol  screening  program  that  includes  even  a 
brief  nonphysician  counseling  session  can  reduce  not 
only  serum  cholesterol  levels,  but  other  health  risks. 
Nearly  900  employees  at  large  financial  services  firm  in 
New  York  City  underwent  standard  finger-stick  choles- 
terol screening,  along  with  a three-  to  five-minute  coun- 
seling session  with  a registered  nurse  in  the  study  reported 
in  May’s  Archives  of  Internal  Medicine.  After  six  months, 
for  those  workers  who  returned  for  a follow-up,  total 
cholesterol  dropped  8.3  percent  — from  231  mg/dL  to 
212  mg/dL.  Donald  H.  Gemson,  MD,  MPH,  of  the 
Division  of  Sociomedical  Sciences,  Columbia  University 
School  of  Public  Health  , New  York,  NY,  and  his 
colleagues  also  found  that  the  process  called  attention  to 
other  potential  health  risk  factors.  “It  is  encouraging, 
therefore,  that  participants  demonstrated  significant 
improvement  in  smoking,  weight,  blood  pressure,  and 
exercise  in  addition  to  declines  in  blood  cholesterol  levels 
at  the  six-month  follow-up.” 

PERCENTAGE  OF  DO-NOT-RESUSCITATE 
ORDERS  INCREASING,  BUT 
DECISIONS  STILL  DELAYED 

Although  the  percentage  of  do-not-resuscitate,  orders 
for  chronically  ill  patients  is  increasing,  a high  percentage 
of  these  patients  remain  uninvolved  in  the  decision.  In  a 
study  in  May’s  Archives  of  Internal  Medicine,  Kevin 
Gleeson,  MD,  and  Scott  Wise  of  the  Deparment  of 
Medicine,  Milton  S.  Hershey  Medical  Center,  Pennsyl- 
vania State  University,  Hershey,  Pa.,  found  62  percent  of 
274  patients  who  died  had  do-not-resuscitate  orders.  Of 
these  patients,  50  percent  were  mentally  competent,  yet 
only  half  (51  percent)  of  them  were  involved  in  the 
decision  to  withhold  resuscitation  orders. 
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INSTRUCCIONES  PARA  LOS  AUTORES* 

El  Boletín  acepta  para  su  publicación  artículos  relativos  a medicina  y cirugía  y 
las  ciencias  afines.  Igualmente  acepta  artículos  especiales  y correspondencia  que 
pudiera  ser  de  interés  general  para  la  profesión  médica. 

Se  urge  a los  autores  se  esfuercen  en  perseguir  claridad,  brevedad,  e ir  a lo 
pertinente  en  sus  manuscritos  no  importa  el  tema  o formato  del  manuscrito. 

El  articulo,  si  se  aceptara,  será  con  la  condición  de  que  se  publicará  únicamente 
en  esta  revista. 

Para  facilitar  la  labor,  de  revisión  de  la  Junta  Editora  y la  del  impresor,  se 
requiere  de  los  autores  que  sigan  las  siguientes  instrucciones: 

Manuscrito 

El  manuscrito  completo,  incluyendo  las  leyendas  y referencias  deberán  estar 
escritos  en  maquinilla  a doble  espacio;  por  un  solo  lado  de  cada  página,  en 
TRIPLICADO  y con  amplio  margen.  En  página  separada  deberá  incluirse  lo 
siguiente:  titulo,  nombre  del  autor( es)  y su  grado  (ej:  MD,  FACP),  ciudad  donde 
se  hizo  el  trabajo,  el  hospital  o institución  académica,  patrocinadores  del  estudio, 
y si  un  articulo  ha  sido  leído  en  alguna  reunión  o congreso,  asi  debe  hacerse 
constar  como  una  nota  al  calce. 

El  manuscrito  debe  comenzar  con  una  breve  introducción  en  la  cual  se 
especifique  el  propósito  del  mismo.  Las  secciones  principales  (como  por  ejemplo: 
materiales  y métodos)  deben  identificarse  con  un  encabezamiento  en  letras 
mayúsculas. 

Artículos  referentes  a resultados  de  estudios  clínicos  o investigaciones  de 
laboratorio  deben  organizarse  bajo  los  siguientes  encabezamientos:  Introducción, 
Materiales  y Métodos,  Resultados,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimiento  y Referencias. 

Artículos  referentes  a estudios  de  casos  aislados  deben  organizarse  en  la 
siguiente  forma:  Introducción,  Materiales  y Métodos  si  es  aplicable. 
Observaciones  del  Caso,  Discusión,  Resumen  (en  español  e inglés). 
Reconocimientos  y Referencias. 

Nomenclatura 

Deben  usarse  los  nombres  genéricos  de  los  medicamentos  Podrán  usarse 
también  los  nombres  comerciales,  entre  paréntesis,  si  asi  se  desea.  Se  usará  con 
preferencia  el  sistema  métrico  de  pesos  y medidas. 

Tablas 

Las  tablas  deben  aparecer  en  hojas  separadas.  Estas  deben  incluirel  titulo,  y el 
número  de  la  tabla  debe  estar  en  romano.  Los  símbolos  de  unidades  deben 
limitarse  al  encabezamiento  de  las  columnas.  Se  deben  omitir  lineas  verticales  en 
la  tabla.  Se  usará  en  las  tablas  el  mismo  idioma  en  el  cual  está  escrito  el  articulo. 
Deben  limitarse  las  tablas  a solo  aquel  las  que  contribuyan  al  mejor  entendimiento 
del  manuscrito. 

Ilustraciones 

Las  fotografías  y mícrofotografías  se  someterán  como  copias  en  papel  de  lustre, 
sin  montar  o en  transparencias.  En  el  reverso  de  la  figura  debe  aparecer  el  número 
de  la  figura  (arábigo)  y el  autor.  Debe  indicarse  la  parte  superior  de  la  ilustración. 

Resumen 

Un  abstracto  no  mayor  de  150  palabras  debe  acompañar  los  manuscritos.  Debe 
incluir  los  puntos  principales  que  ilustren  la  substancia  del  articulo  y la  exposición 
del  problema,  métodos,  resultados  y conclusiones. 

Referencias 

Las  referencias  deben  ser  numeradas  sucesivamente  de  acuerdo  a su  aparición 
en  el  texto.  Los  números  deben  aparecer  en  paréntesis  al  nivel  de  la  linea  u oración. 
Al  final  de  cada  articulo  las  referencias  deben  aparecer  en  el  orden  numérico  en 
que  se  citan  en  el  texto.  Deben  utilizarse  solamente  las  abreviaturas  para  títulos  de 
revistas  científicas  según  indicadas  en  efCumulative  Index  Medicus"que  publica 
la  Asociación  Médica  Americana.  Las  referencias  deben  seguir  el  patrón  que  se 
describe  a continuación. 

1.  Para  artículos  de  revistas:  Apellido(s)  e iniciales  del  nombre  del  autor(es), 
titulo  del  articulo,  nombre  de  la  revista,  año,  volumen,  páginas.  Por  ejemplo: 

Villavicencio  R:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1981;  73:  479-87 

Sí  hay  más  de  7 autores,  incluir  los  primeros  3 y añadir  et  al. 

2.  Para  citación  de  libros  donde  el  autorfes)  del  capitulo  citado  es  a su  vez  el 
(los)  editor(es):  Apellido(s)  e iniciales  del  autor(es),  título  del  libro,  número 
de  edición,  ciudad,  casa  editora,  año  y página.  Por  ejemplo: 

Keith  JD,  Rowe  RD,  VUd  P;  Heart  disease  in  infancy  and  childhood, 
3d.  Ed.,  New  York,  MacMillan,  1978:  789 

3.  Para  citación  de  libros  donde  el  editor(es)  no  es  el  autorfes)  del  capitulo  citado 
se  añade  el  autorfes)  del  capítulo  y el  título  del  mismo.  Por  ejemplo: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P Eds. 
Heart  disease  in  infancy  and  childhood.  3d  Ed.,  New  York,  MacMillan, 
1978:  275-301 

Cartas  al  Editor 

Se  publicarán  a discreción  de  la  Junta  Editora.  Deben  estar  escritas  en  maqui- 
nilla  a doble  espacio,  no  deben  ser  mayores  de  500  palabras,  ni  incluir  más  de  cinco 
referencias. 


INSTRUCTIONS  TO  AUTHORS* 

The  Bulletin  will  accept  for  publication  contributions  relating  to  the  various 
areas  of  medicine,  surgery  and  allied  medical  sciences.  Special  articles  and 
correspondence  on  subjects  of  general  interest  to  physicians  will  also  be  accepted. 
All  material  is  accepted  with  the  understanding  that  it  is  to  be  published  solely  in 
this  journal. 

All  authors  are  urged  to  seek  clarity,  brevity,  and  pertinence  in  the  manuscripts 
regardless  of  subject  or  format. 

In  order  to  facilitate  review  of  the  article  by  the  Editorial  Board  and  the  work  of 
the  printer,  the  authors  must  conform  with  the  following  instructions: 

Manuscripts 

The  entire  manuscript,  including  legends  and  references  should  be  typewritten 
double  spaced  in  TRIPLICATE  with  ample  margins.  A separate  title  page  should 
include  the  following:  title,  authors  and  their  degrees  (e.g.  MD,  FACP),  city  where 
the  work  was  done,  hospital  or  academic  institutions,  acknowledgement  of 
financial  sponsors,  and  if  the  paper  has  been  presented  at  a meeting  the  place  and 
date  should  be  given. 

The  manuscripts  should  start  with  a brief  introductory  paragraph  or 
paragraphs  which  should  state  its  purpose.  The  main  sections  (for  example. 
Materials  and  Methods)  should  be  identified  by  headings  in  capital  letters. 

Articles  reporting  the  results  of  clinical  studies  or  laboratory  investigation 
should  be  organized  under  the  following  headings:  Introduction,  Material  and 
Methods,  Results  if  indicated.  Discussion,  Summary  in  English  and  Spanish, 
Acknowledgments  if  any,  and  References. 

Nomenclature 

Generic  names  of  drugs  should  be  used;  trade  names  may  also  be  given  in 
parenthesis,  if  desired.  Metric  units  of  measurement  should  be  used 
preferentially). 

Tables 

These  should  be  typed  on  separate  sheets  with  the  title  and  table  number 
(Roman)  centered.  Symbol  for  units  should  be  confined  to  the  column  headings. 
Vertical  lines  should  be  omitted.  The  language  used  in  the  tables  must  be  the  same 
as  that  of  the  article.  Include  only  those  tables  which  will  enhance  the 
understanding  of  the  article.  They  should  supplement,  not  duplicate  the  text. 

Figures 

Photographs  and  photomicrographs  should  be  submitted  as  glossy  prints, 
(unmounted)  or  slides.  They  should  be  labeled  in  the  back  with  the  name  of  the 
authors  and  figure  number  (Arabic)  and  the  top  should  be  indicated.  Legends  to 
the  figures  should  be  typed  on  a separate  sheet. 

Summary 

An  abstract  not  longer  than  150  words  should  accompany  all  articles.  It  must 
include  the  main  points  that  present  the  core  of  the  article  and  the  exposition  of  the 
problem,  method,  results,  and  conclusions. 

References 

These  should  be  numbered  serially  as  they  appear  in  the  text.  The  number 
should  be  enclosed  in  parenthesis  on  the  line  or  writing  and  not  as  superscript 
numbers.  At  the  end  of  the  article  references  should  be  listed  in  the  numerical 
order  in  which  they  are  first  cited  in  the  text.  The  titles  of  journals  should  be 
abbreviated  according  to  the  style  used  in  the  “Cumulative  Index  Medicus” 
published  by  the  American  Medical  Association.  The  correct  forms  of  references 
are  as  given  below: 

1.  For  periodicals:  Surname  and  initials  of  author(s),  title  of  article,  name 
of  journal,  year,  volume,  pages.  For  example: 

Villavicencio  R.:  Soplos  inocentes  en  pediatría.  Bol  Asoc  Méd 
P Rico  1981;  73:  479-87 

If  there  are  more  than  7 authors  list  only  3 and  add  et  al. 

2.  Tor  books  when  the  authors  of  the  cited  chapter  is  at  the  same  time  the  editor 
Surname  and  initials  of  author(s),  title,  edition,  city,  publishing  house,  year 
and  page.  For  example: 

Keith  JD,  Rowe  RD,  Vlad  P:  Heart  disease  in  infancy  and  childhood, 
3d  Ed.,  New  York,  MacMillan,  1978:  789 

3.  For  chapter  in  book  when  the  author  of  the  chapter  is  not  one  of  the  editors: 

Olley  PM:  Cardiac  arrythmias:  In:  Keith  JD,  Rowe  RD,  Vlad  P.  Eds, 
Heart  disease  in  infancy  and  childhood,  3d  Ed.  New  York,  MacMillan, 
1978,  275-301 

Letters  to  the  Editor 

Will  be  published  at  the  discretion  of  the  Editorial  Board.  They  should  be 
typewritten  double-spaced,  should  not  exceed  500  words  nor  more  than  five 
references. 

•The  above  “Instructions  to  Authors"  are  according  to  the  format  required  by 
the  International  Committee  of  Medical  Journal  Editors  in  its  “Uniform 
Requirements  for  Manuscripts  Submitted  to  Biomedical  Journals". 


•Estas  “Instrucciones  para  los  Autores"  son  de  acuerdo  a las  normas 
establecidas  por  el  Comité  Internacional  de  Editores  de  Revistas  Médicas  en  sus 
"Requisitos  Uniformes  para  Manuscritos  Sometidos  a Revistas  Bio-Médicas". 
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YOU  CAN 
FIGHT  CANCER 
BEFORE  YOU 
GET  IT 

OR  AFTER 
YOU  GET  IT 


It’s  a lot  easier  to  fight  cancer  before  you  get  it. 
Scientists  estimate  that  up  to  60%  of  all  cancer 
could  be  prevented. 

By  simply  making  a few  changes  in  your  lifestyle. 
By  not  getting  too  much  sun.  By  not  smoking 
cigarettes.  By  not  overeating.  And  by  following  a 
diet  high  in  fiber  and  low  in  fat. 

By  simply  doing  these  few  things,  you  could 
drastically  reduce  your  risk  of 
getting  cancer. 

Sure,  you  could  still  get  cancer. 

But  why  not  give  yourself  the  'if  SOQETY' 

odds  against  it?  Help  us  keep  winning. 


AAAERICAN 

V CANCER 
9 cnriPTV® 


VASOTEC 


ENALAPRIL  MALEATE  1 MSD) 

VASOTEC  is  available  In  2.5-mg,  5-mg,  10-mg,  and  20-mg  tablet  strengths 


Contraindications:  VASOTEC*  (Enalapnl  Maleale,  MSD)  is  coniraindicaled  in  patienis  who  are  hypersensitive  to 
this  product  and  in  patients  with  a history  ol  angioedema  related  to  previous  IrealmenI  with  an  ACE  inhibitor 
Warnings:  Angioedema  Angioedema  ol  the  lace,  extremities,  lips,  longue,  glottis,  and/or  larynx  has  been  reported  in 
patients  Treated  with  ACE  inhibitors,  including  VASOTEC  In  such  cases.  VASOTEC  should  be  promptly  discontinued 
and  the  patient  carelully  observed  until  the  swelling  disappears  In  instances  where  swelling  has  been  conlined  to  the 
lace  and  lips,  the  condition  has  generally  resolved  without  treatment,  although  antihistamines  have  been  uselul  in 
relieving  symptoms  Angioedema  associated  with  laryngeal  edema  may  be  faíal  Where  there  Is  involvement  ot 
the  tongue,  glottis,  orlarynx  likely  to  cause  airway  obstruction,  appropriate  therapy,  e.g..  subcutaneous 
epinephrine  solution  1:1000  (0.3  ml  to  0.5  mLT  should  be  promptly  administered.  (See  ADVERSE 

reactTons  ) 

Hypotension  Excessive  hypotension  is  rare  in  uncomplicated  hypertensive  patients  treated  with  VASOTEC  alone 
Patients  with  heart  failure  given  VASOTEC  commonly  have  some  reduction  in  blood  pressure,  especially  with  the  first 
dose,  but  discontinuation  ol  therapy  lor  continuing  symptomatic  hypotension  usually  is  not  necessary  when  dosing 
instructions  are  followed  caution  should  be  observed  when  initiating  therapy  (See  DOSAGE  AND  ADMINISTRA- 
TION ) Patients  at  risk  lor  excessive  hypotension,  sometimes  associated  with  oliguria  and/or  progressive  azotemia 
and  rarely  with  acute  renal  lailure  and/or  death,  include  those  with  the  lollowing  conditions  or  characteristics  heart 
failure,  hyponatremia,  high-dose  diuretic  therapy,  recent  intensive  diuresis  or  increase  in  diuretic  dose  renal  dialysis, 
or  severe  volume  and/or  salt  depletion  ol  any  etiology  It  may  be  advisable  to  eliminate  the  diuretic  (except  in  patients 
with  heart  lailure).  reduce  the  diuretic  dose,  or  increase  salt  intake  cautiously  betore  initialing  therapy  with  VfcOTEC 
in  patients  at  risk  (or  excessive  hypotension  who  are  able  to  tolérale  such  adjustments  (See  PRECAUTIONS,  Drug 
Interactions  and  ADVERSE  REACTIONS ) In  patients  at  risk  lor  excessive  hypotension,  therapy  should  be  started  under 
very  close  medical  supervision  and  such  patients  should  be  lollowed  closely  lor  the  lirsi  two  weeks  ot  IrealmenI  and 
whenever  the  dose  ol  enalapnl  and/or  diuretic  is  increased  Similar  considerations  may  apply  to  patients  with  isch- 
emic heart  disease  or  cardiovascular  disease  in  whom  an  excessive  tail  in  blood  pressure  could  result  m a myocardial 
inlarction  or  cerebrovascular  accident  If  excessive  hypotension  occurs,  the  patient  should  be  placed  in  the  supine 
position  and.  it  necessary,  receive  an  intravenous  infusion  ol  normal  saline  A transient  hypotensive  response  is  nol  a 
contraindication  to  further  doses  ol  VASOTEC,  which  usually  can  be  given  without  dilliculty  once  the  blood  pressure 
has  stabilized  It  symptomatic  hypotension  develops,  a dose  reduction  or  discontinuation  of  VAS()TEC  or  concomitant 
diuretic  may  be  necessary 

Neutropenia/Agranulocytosis  Another  ACE  inhibitor,  captopiil,  has  been  shown  to  cause  agranulocytosis  and  bone 
marrow  depression,  rarely  in  uncomplicated  patients  bulmore  (requenlly  in  patients  with  renal  impairment,  especially 
it  they  also  have  a collagen  vascular  disease  Available  data  from  clinical  trials  ol  enalapnl  are  insufficient  to  show  that 
enalapnl  does  nol  cause  agranulocytosis  at  similar  rales  Foreign  marketing  experience  has  revealed  several  cases  ot 
neutropenia  or  agranulocyfosis  in  which  a causal  relationship  to  enalapnl  cannot  be  excluded  Periodic  monitoring  ol 
white  blood  cell  counts  in  patients  with  collagen  vascular  disease  and  renal  disease  should  be  considered 
Precautions:  General  Impaired  Rena!  Function  As  a consequence  ot  inhibiting  the  renin-angiolensin-aldoslerone 
system,  changes  in  renal  lunction  may  be  anticipated  in  susceptible  individuals  In  patients  wiin  severe  heart  iailure 
whose  renal  (unction  may  depend  on  the  activity  ot  the  renin-angiolensin-aldosterone  system,  IrealmenI  with  ACE 
inhibitors,  including  VASOTEC,  may  be  associated  with  oliguria  and/or  progressive  azotemia  and  rarely  with  acute 
renal  failure  and/or  death 

In  clinical  studies  in  hypertensive  patients  with  unilateral  or  bilateral  renal  artery  stenosis  increases  in  blood  urea 
nitrogen  and  serum  creatinine  were  observed  in  20%  ol  patients  These  increases  were  aimosi  always  reversible  upon 
discontinuation  ol  enalapnl  and/or  diuretic  therapy  In  such  patients,  renal  function  should  be  monitored  during  the 
first  tew  weeks  ot  therapy 

Some  patients  with  hypertension  or  heart  failure  with  no  apparent  preexisting  renal  vascular  disease  have  developed 
increases  in  blood  urea  and  serum  creatinine,  usually  minor  and  transient,  especially  when  VASOTEC  has  been  given 
concomitantly  with  a diuretic  This  is  more  likely  to  occur  in  patients  with  preexisting  renal  impairment  Dosage 
reduction  and/or  discontinuation  of  the  diuretic  and/or  VASOTEC  may  be  required 

Evaluation  of  patients  with  hypertension  or  heart  tallure  should  always  Include  assessment  ot  renal 
tunctlon.  (See  DOSAISE  AND  ADMINISTRATION ) 

Hyperlatemia  Elevated  serum  potassium  (>5  7 mEq/L)  was  observed  in  approximately  1%  ol  hypertensive  patients 
in  clinical  trials  In  most  cases  these  were  isolated  values  which  resolved  despite  continued  therapy  Hyperkalemia 
was  a cause  ol  discontinuation  of  therapy  in  0 28%  ol  hypertensive  patients  In  clinical  Inals  in  heart  failure  hyper- 
kalemia was  observed  in  3 8%  ot  patients,  but  was  nota  cause  tor  discontinuation 
Risk  (actors  for  the  development  ot  hyperkalemia  include  renal  insufticiency.  diabetes  mellitus  and  the  concomitant 
use  ol  potassium-sparing  diuretics,  potassium  supplements,  and/or  potassium-containing  salt  substitutes,  which 
should  be  used  cautiousfy,  it  at  all  with  VASOTEC  (See  Drug  Interactions ) 

Surgery! Anesthesia  In  patients  undergoing  major  surgery  or  during  anesthesia  with  agents  that  produce  hypotension, 
enalapnl  may  block  angiotensin  II  lormalion  secondary  to  compensatory  renin  release  If  hypotension  occurs  and  is 
considered  to  be  due  to  this  mechanism,  it  can  be  corrected  by  volume  expansion 
Inlormalion  tor  Patients 

Angioedema  Angioedema,  includinq  laryngeal  edema,  may  occur  especially  lollowing  the  first  dose  ol  enalapnl 
Patients  should  be  so  advised  and  told  to  report  immediately  any  signs  or  symptoms  suggesting  angioedema  (swell- 
ing ol  (ace.  extremities,  eyes.  lips,  tongue,  difficulty  in  swallowing  or  breathing)  and  to  lake  no  more  drug  until  they 
have  consulted  with  the  prescribing  physician 

Hypotension  Patients  should  be  cautioned  to  report  lightheadedness  especially  during  the  first  lew  days  of  therapy  It 
actual  syncope  occurs,  the  patients  should  be  told  to  discontinue  the  drug  until  they  have  consulted  with  the  prescrib- 
ing physician 

All  patients  should  be  cautioned  that  excessive  perspiration  and  dehydration  may  lead  to  an  excessive  tall  in  blood 
pressure  because  ol  reduction  in  fluid  volume  Other  causes  ol  volume  depletion  such  as  vomiting  or  diarrhea  may 
also  lead  to  a (all  in  blood  pressure  patients  should  be  advised  to  consult  with  the  physician 
Hvperkalemia  Patients  should  be  told  nol  to  use  salt  substitutes  containing  potassium  without  consulting  their 
physician 

Neutropenia  Patients  should  be  told  to  report  promptly  any  indication  ot  infection  (e  g , sore  throat,  fever)  which  may 
be  a sign  of  neutropenia 

NOTE  As  with  many  other  drugs,  certain  advice  to  patients  being  treated  with  enalapnl  is  warranted  This  information 
IS  intended  to  aid  in  the  sale  and  effective  use  ol  this  medication  It  is  nol  a disclosure  ol  all  possible  adverse  or 
intended  effects 
Drug  Interactions 

Hypotension  Patients  on  Diuretic  Therapy  Patients  on  diuretics  and  especially  those  in  whom  diuretic  therapy  was 
recently  instituted  may  occasionally  experience  an  excessive  reduction  ot  blood  pressure  alter  inilialion  ol  therapy 
with  enalapnl  The  possibility  of  hypotensive  effects  with  enalapnl  can  be  minimized  by  either  discontinuing  tne 
diuretic  or  increasing  the  salí  intake  prior  to  initiation  ol  treatment  with  enalapnl  It  it  is  necessary  to  continue  the 
diuretic,  provide  close  medical  supervision  after  the  initial  dose  lor  at  least  two  hours  and  until  blood  pressure  has 
stabilized  lor  at  least  an  additional  hour  (See  WARNINGS  and  DOSAGE  AND  ADMINISTRATION ) 

Agents  Causing  Renin  Release  The  anlihyperlensive  efieci  of  VASOTEC  is  augmented  by  anlihyperlensive  agents  that 
cause  renin  release  (e  g diuretics) 

Other  Cardiovascular  Agents  VASOTEC  has  been  used  concomitantly  with  bela-adienergic-blocking  agents,  methyl- 
dopa,  nitrates,  calcium-blockmg  agents,  hydralazine  prazosin,  and  digoxin  without  evidence  ol  clinically  significant 
adverse  interactions 

Agents  Increasing  Serum  Potassium  VASOTEC  attenuates  potassium  loss  caused  by  Ihiazide-type  diuretics 
Potassium-sparing  diuretics  (e  g , spironolactone  triamterene,  or  amilonde),  potassium  supplements,  or 
potassium-containing  salt  subsliluTes  may  lead  to  significant  increases  in  serum  potassium  Therefore,  if  concomi- 
tant use  ot  these  agents  is  indicated  because  of  demonstrated  hypokalemia,  they  should  be  used  with  caution  and 
with  frequent  moniToring  ol  serum  potassium  Polassium-spanng  agents  should  generally  nol  be  used  in  patients 
with  heart  failure  receiving  VASOTEC 

Lithium  Lithium  toxicity  has  been  reported  in  patients  receiving  lithium  concomitantly  with  drugs  which  cause  elim- 
ination of  sodium  including  ACE  inhibitors  A lew  cases  of  lithium  toxicity  have  been  reported  in  patients  receiving 
concomitant  VASOTEC  and  lithium  and  were  reversible  upon  discontinuation  ol  both  drugs  It  is  recommended  lhal 
serum  lithium  levels  be  monitored  Irequently  if  enalapnl  is  administered  concomitantly  with  lithium 
Prmiancy  - Category  C There  was  no  (etoloxicily  or  teratogenicity  in  rats  treated  with  up  to  200  mg/kg/day  ol  enalapnl 
(333  limes  the  maximum  human  dose)  Eeloloxicily.  expressed  as  a decrease  in  average  letal  weight  occurred 
in  rats  given  1200  mg/kg/day  ol  enalapnl  but  did  not  occur  when  these  animals  were  supplemented  with  saline 
Enalapril  was  not  teratogenic  in  rabbits  However,  maternal  and  letal  toxicity  occurred  in  some  rabbits  at  doses  ol 
1 mg/kg/day  or  more  Saline  supplementation  prevented  the  maternal  and  letal  toxicity  seen  at  doses  ol  3 and  10  mg/ 
kg/day.  but  nol  at  30  mg/kg/day  (50  times  the  maximum  human  dose) 

Radioactivity  was  lound  to  cross  the  placenta  lollowing  administration  ol  labeled  enalapril  to  pregnant  hamsters 
There  are  no  adeguale  and  well-controlled  studies  ol  enalapril  in  pregnant  women  However  data  are  available  lhal 


show  enalapril  crosses  the  human  placenta  Because  the  risk  ol  letal  toxicity  with  the  use  ol  ACE  inhibitors  has  nol 
been  clearly  defined,  VASOTEC*  (Enalapril  Maleate  MSD)  should  be  used  during  pregnancy  only  it  the  potential  hen- 
elil  justifies  the  potential  risk  lo  Ibe  fetus 

Posimarkeling  experience  with  all  ACE  inhibitors  thus  tar  suggests  the  lollowing  with  regard  lo  pregnancy  outcome 
Inadvertent  exposure  limited  lo  the  first  trimester  ol  pregnancy  has  nol  been  reported  to  affect  fetal  outcome  adversely 
Fetal  exposure  during  the  second  and  third  trimesters  ot  pregnancy  has  been  associated  with  letal  and  neonatal  mor- 
bidity and  mortality 

When  ACE  inhibitors  are  used  during  the  later  stages  ol  pregnancy  there  have  been  reports  ol  hypotension  and 
decreased  renal  perfusion  in  the  newborn  Oligohydramnios  in  the  mother  has  also  been  reported,  presumably  repre- 
senting decreased  renal  (unction  in  the  fetus  Infants  exposed  in  útero  lo  ACE  inhibitors  should  be  closely  observed 
for  hypotension,  oliguria,  and  hyperkalemia  It  oliguria  occurs,  allenlion  should  be  directed  toward  support  ot  blood 
pressure  and  renal  perfusion  with  the  administration  ot  fluids  and  pressors  as  appropriate  Problems  associated  with 
prematurity  such  as  patent  ductus  arteriosus  have  occurred  in  association  with  maternal  use  ol  ACE  inhibitors,  but  it 
IS  nol  clear  whether  they  are  related  to  ACE  inhibition  maternal  hypertension,  or  the  underlying  prematurity 
Nursing  Mothers  Milk  in  laclaling  rats  contains  radioactivity  lollowing  administration  of  '*C  enalapril  maleate  It  is  not 
known  whether  this  drug  is  secreted  m human  milk  Because  many  drugs  are  secreted  in  human  milk  caution  should 
be  exercised  when  VASOTEC  is  given  to  a nursing  mother 
Pediatric  Use  Safety  and  effectiveness  in  children  have  nol  been  established 

Adverse  Reactions:  VASOTEC  has  been  evaluated  lor  safely  in  more  than  10  000  patienis.  including  over  1000 
patients  treated  (or  one  year  or  more  VASOTEC  has  been  lound  lo  be  generally  well  tolerated  m controlled  clinical 
Inals  involving  2987  patients 

HYPERTENSION  The  most  (requeni  clinical  adverse  experiences  in  controlled  Inals  were  headache  (5  2%)  dizziness 
(4  3%)  and  (aligue  (3%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ol  patients  treated  with  VASOTEC  in  controlled  clinical  Inals 
were  diarrhea  (1  4%)  nausea  (1  4%).  rash  (1  4%),  cough  (1  3%)  orthostatic  effects  (1  2%)  and  asthenia  (1 1%) 
HEART  FAILURE  The  most  Irequenl  clinical  adverse  experiences  in  both  controlled  and  uncontrolled  Inals  were  dizzi- 
ness (7  9%),  hypotension  (6  7%),  orthostatic  effects  (2  2%),  syncope  (2  2%).  cough  (2  2%)  chest  pain  (21%)  and 
diarrhea  (21%) 

Other  adverse  experiences  occurring  in  greater  than  1%  ot  patients  treated  with  VASOTEC  in  both  controlled  and 
uncontrolled  clinical  trials  were  fatigue  (T8%).  headache  (1  8%).  abdominal  pain  (1 6%)  asthenia  (1 6%)  orthosta- 
tic hypotension  (1  6%),  vertigo  (1  6%).  angina  pectoris  (1  5%),  nausea  (1  3%),  vomiling  (1  3%)  bronchitis  (1  3%) 
dyspnea  (1  3%),  urinary  tract  infection  (1  3’°o),  rash  (1  3%),  and  myocardial  inlarction  (f  2%) 

Other  serious  clinical  adverse  experiences  occurring  since  the  drug  was  marketed  or  adverse  experiences  occurring 
in  0 5%  lo  1%  ol  patients  with  hypertension  ot  heart  lailure  in  clinical  Inals  m order  of  decreasing  severity  within  each 
category 

Cardiovascular  Cardiac  arrest,  myocardial  inlarction  or  cerebrovascular  accident  possibly  secondary  to  excessive 
hypotension  m high-nsk  patients  (see  WARNINGS.  Hypotension),  cardiac  arrest,  pulmonary  embolism  and  infarction 
rhythm  disturbances  atrial  fibrillation,  palpitation 

Digestive  Ileus,  pancreatitis,  hepatitis  or  cholestatic  jaundice  melena  anorexia  dyspepsia  constipation  glossitis 
stomatitis 

Musculoskeletal  Muscle  cramps 

NervousIPsychialric  Depression,  confusion  ataxia,  somnolence  insomnia,  nervousness  paresthesia 
Urogenital  Renal  lailure,  oliguria,  renal  dysfunction  (see  PRECAUTIONS  and  DOSAGE  AND  ADMINISTRATION) 
Respiratory  Bronchospasm,  rhinorrhea.  sore  throat  and  hoarseness,  asthma,  upper  respiratory  infection 
Skin  Herpes  zoster,  urticaria,  pruritus,  alopecia.  Hushing  hyperhidrosis 
Special  Senses  Blurred  vision,  taste  alteration,  tinnitus 

A symptom  complex  has  been  reported  which  may  include  a positive  ANA,  an  elevated  erythrocyte  sedimentation  rale, 
arihralgias/arihritis,  myalgias,  lever,  serositis.  vasculitis,  leukocytosis,  eosinophilia,  photosensitivity  rash  and  other 
dermatologic  manilestations 

Angioedema  Angioedema  has  been  reported  in  patients  receiving  VASOTEC  (0  2%)  Angioedema  associated  with 
laryngeal  edema  may  be  latal  It  angioedema  ol  the  lace  extremities,  lips,  longue,  glottis  and/or  larynx  occurs,  treat- 
ment with  VASOTEC  should  be  discontinued  and  appropriate  therapy  instituted  immediately  (See  WARNINGS ) 
Hypotension  In  the  hypertensive  patients,  hypotension  occurred  in  0 9%  and  syncope  occurred  in  0 5%  ol  patients 
following  the  initial  dose  or  during  extended  therapy  Hypotension  or  syncope  was  a cause  tor  discontinuation  ol  ther- 
apy in  01%  ot  hypertensive  patients  In  heart  failure  patients  hypotension  occurred  in  6 7°o  and  syncope  occurred  in 
2 2°o  ol  patients  Hypotension  or  syncope  was  a cause  lor  discontinuation  ol  therapy  in  1 9°o  ol  patients  with  heart 
failure  (See  WARNINGS ) 

Clinical  Laboratory  Test  Findings 

Serum  Electrolytes  Hyperkalemia  (see  PRECAUTIONS),  hyponatremia 

Creatinine  Blood  Urea  Nitrogen  In  controlled  clinical  Inals,  minor  increases  in  blood  urea  nitrogen  and  serum  cre- 
atinine reversible  upon  discontinuation  ot  therapy,  were  observed  in  about  0 2°o  ot  patients  with  essential  hyperten- 
sion treated  with  VASOTEC  alone  Increases  are  more  likely  to  occur  in  patients  receiving  concomitant  diuretics  or  m 
patients  with  renal  artery  stenosis  (See  PRECAUTIONS  ) In  patients  with  heart  failure  who  were  also  receiving 
diuretics  with  or  without  digitalis,  increases  in  blood  urea  nitrogen  or  serum  creatinine  usually  reversible  upon  dis- 
continuation ot  VASOTEC  and/or  other  concomitant  diuretic  therapy,  were  observed  in  about  11%  ol  patients 
Increases  m blood  urea  nitrogen  or  creatinine  were  a cause  lor  disconlinualion  in  1 2%  ot  patients 
Hemoglobin  and  Hematocrit  Small  decreases  rn  hemoglobin  and  hematocrit  (mean  decreases  ol  approximately 
0 3 q%  and  1 0 vol%,  respectively)  occur  Irequently  m either  hypertension  or  heart  failure  patients  treated  with 
VASOTEC  but  are  rarely  ot  clinical  importance  unless  another  cause  ol  anemia  coexists  In  clinical  Inals,  less  than 

0 To  ol  patients  discontinued  therapy  due  lo  anemia 

Other  (Causa!  Relationship  Unknown)  In  marketing  experience  rare  cases  ol  neutropenia  thrombocytopenia,  and 
bone  marrow  depression  have  been  reported  A tew  cases  ot  hemolysis  have  been  reported  in  patients  with  G6PD 
deficiency 

Liver  Function  Tests  Elevations  ol  liver  enzymes  and/or  serum  bilirubin  have  occurred 
Dosage  and  Administration:  Hypertension  In  patients  who  are  currently  being  treated  with  a diuretic  symptomatic 
hypotension  occasionally  may  occur  following  the  initial  dose  ol  VASOTEC  The  diuretic  should  if  possible  be  dis- 
continued lor  two  lo  three  days  before  beginning  therapy  with  VASOTEC  lo  reduce  the  likelihood  of  hypotension  (See 
WARNINGS ) If  the  patient's  blood  pressure  is  not  controlled  with  VASOTEC  alone,  diuretic  therapy  may  be  resumed 
It  the  diuretic  cannot  be  discontinued  an  initial  dose  ot  2 5 mg  should  be  used  under  medical  supervision  for  at  least 
two  hours  and  until  blood  pressure  has  stabilized  lor  at  least  an  additional  hour  (See  WARNINGS  and  PRECAU- 
TIONS, Drug  Interactions ) 

The  recommended  initial  dose  in  patients  nol  on  diuretics  is  5 mg  once  a day  Dosage  should  be  adjusted  according 
lo  blood  oressure  response  The  usual  dosage  range  is  10  lo  40  mg  per  day  administered  in  a single  dose  or  in  two 
divided  doses  In  some  patients  treated  once  daily,  the  anlihyperlensive  effect  may  dimmish  toward  the  end  ol  the 
dosing  interval  In  such  patients,  an  increase  in  dosage  or  twice-daily  adminislrahon  should  be  considered  It  blood 
pressure  is  nol  controlled  with  VASOTEC  alone,  a diuretic  may  be  added 

Concomitant  administration  ol  VASOTEC  with  potassium  supplements,  potassium  salt  substitutes,  or  potassium- 
sparing  diuretics  may  lead  lo  increases  ol  serum  potassium  (see  PRECAUTIONS) 

Dosage  Ad/ustmenl  in  Hypertensive  Patients  with  Renal  Impairment  The  usual  dose  ol  enalapril  is  recommended  lor 
patients  with  a creatinine  clearance  > 30  mlVmin  (serum  creatinine  ol  up  lo  approximately  3 mg/dL)  For  patients 
with  creatinine  clearance  i 30  mL/min  (serum  creatinine  ^ 3 mg/dL).  the  first  dose  is  2 5 mg  once  daily  The  dosage 
may  be  lilraled  upward  until  blood  pressure  is  controlled  or  lo  a maximum  ol  40  mg  daily 
Heart  Failure  VASOTEC  is  indicated  as  adjunctive  therapy  with  diuretics  and  digitalis  The  recommended  starling 
dose  IS  2 5 mg  once  ot  twice  daily  After  the  initial  dose  of  VASOTEC,  the  patient  should  be  observed  under  medical 
supervision  (or  at  least  two  hours  and  until  blood  pressure  has  slabilized  tor  at  least  an  additional  hour  (See  WARN- 
INGS and  PRECAUTIONS.  Drug  Inleraclions ) If  possible  the  dose  ot  the  diuretic  should  be  reduced,  which  may 
dimmish  the  likelihood  ot  hypotension  The  appearance  ol  hypotension  alter  the  initial  dose  ot  VASOTEC  does  nol 
preclude  subseguenl  careful  dose  titration  with  the  drug,  (oilowing  etteclive  management  ol  the  hypotension  The 
usual  therapeutic  dosing  range  (ot  the  treatment  of  heart  failure  is  5 to  20  mg  daily  given  in  two  divided  doses  The 
maximum  daily  dose  is  40  mg  Once-daily  dosing  has  been  elleclive  in  a controlled  study,  but  nearly  all  patients  in 
this  study  were  given  40  mg.  the  maximum  recommended  daily  dose,  and  there  has  been  much  more  experience  with 
Iwice-daily  dosing  In  addition,  in  a placebo-controlled  study  which  demonstrated  reduced  mortality  in  patients  with 
severe  heart  failure  (NYHA  Class  ly)  patients  were  treated  with  2 5 lo  40  mg  per  day  ol  VASOTEC,  almost  always 
administered  in  two  divided  doses  (See  CLINICAL  PHARMACOLOGY.  Pharmacodynamics  and  Clinical Elfects ) Dosage 
may  be  adjusted  depending  upon  clinical  or  hemodynamic  response  (See  WARNINGS ) 

Dosage  Adjustment  in  Patients  with  Heart  Failure  and  Renal  impairment  or  Hyponatremia  In  patients  with  heart  lailure 
who  nave  hyponatremia  (serum  sodium  < 130  mEq/L)  or  with  serum  creatinine  '1 6 mg/dL  therapy  should  be  initi- 
aled at  2 5 mg  daily  under  close  medical  supervision  (See  DOSAGE  AND  ADMINISTRATION,  Heart 
Failure.  WARNINGS  and  PRECAUTIONS.  Drug  Interactions ) The  dose  may  be  increased  lo  2 5 mg 
bid.  then  5 mg  b i d and  higher  as  needed,  usually  al  mlervals  ol  lour  days  or  more,  if  at  the  lime 

01  dosage  adjustment  there  is  not  excessive  hypotension  or  signilicani  deterioration  ol  renal  lunc 
lion  The  maximum  daily  dose  is  40  mg 

For  more  detailed  inlormalion.  consult  your  MSD  Representative  or  see  Prescribing  inlormalion  Merck 
Sharp  ADohme.  Division  ol  Merck  & Co . Inc,  West  Point.  PA  19486  j9VS6ii8i8i 
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THERAPY  THAT  MAY  BE 
AS  SI  LENT  AS 
HYPERTENSION  ITSELF 

VASOTEC  is  generally  well  tolerated 
and  not  characterized  by  certain 
undesirable  effects  associated 


